



PUBLIC ASSESSMENT REPORT

of the State Institute for Drug Control in the Slovak Republic
Asolfena 5mg, film coated tablets
Asolfena 10 mg, film coated tablets
Krka, d.d., Šmarješka cesta 6, 8501 Novo mesto, Slovenia
Solifenacin succinate
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 numbers: SK/H/0128/01-02/DC
	Registration numbers in the Slovak republic: 
	73/0646/10-S, 73/0647/10-S


Pharmacotherapeutic group:
 Drugs for urinary frequency and incontinence
	ATC code:                                               G04BD08
	

	
	


Route of administration:
 Oral route
Therapeutic indication:

Symptomatic treatment of  urge incontinence and/or increased urinary frequency and urgency as may occur in patients with overactive bladder syndrome.
Prescription status:


Medicinal product subject to medical prescription

Date of first authorisation (national):
21.09.2010
Application type/legal basis:
 Directive 2001/83/EC, Article 10(1)

For product information for healthcare professionals (SMPC) 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, Bulgaria, Czech Republic, Estonia, Latvia, Lithuania, Romania and Slovenia have granted a marketing authorisation for Asolfena 5 mg and 10 mg film coated tablets from Krka, d.d., Slovenia. The first date of authorisation was on  21.09.2010 in Slovak Republic. The product is indicated for symptomatic treatment of  urge incontinence and/or increased urinary frequency and urgency as may occur in patients with overactive bladder syndrome.

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

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 Vesicare 5 mg and 10 mg film-coated tablets, which has been registered in EU by Astellas Pharma B.V. since 16.02.2003. 
This type of application refers to information that is contained in the dossier of the authorisation of the reference product. A reference product is a medicinal product authorised and marketed on the basis of a full dossier, i.e. including chemical, biological, pharmaceutical, pharmacological-toxicological and clinical data. This information is not fully available in the public domain. Authorisations for generic products are therefore linked to the ‘original’ authorised medicinal product, which is legally allowed once the data protection time of the dossier of the reference product has expired. 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. To this end the applicant has submitted one bioequivalence study in which the pharmacokinetic profile of test product Solifenacin 10 mg film-coated tablets by Krka, d.d is compared with the pharmacokinetic profile of the reference product Vesicare 10 mg film-coated tablets by Astellas Pharma Ltd..
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. A 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

Solifenacin succinate is known drug substance but it is not described in European Pharmacopoeia. The Drug Master File Procedure was followed. The drug substance was manufactured by Krka, Slovenia. The control tests with appropriate limits are set in agreement with guidelines and listed in the approved specifications. The analytical methods are suitable and adequately described. Manufacturing process was always producing solifenacin as single  amorphous form.  Solifenacin succinate demonstrates good stability. No significant changes during the long term stability studies in any parameters have been observed, thus the re-test period of 2 years was approved.
All excipients are commonly used and incompatibilities with solifenacin have not been observed. Novel excipient has not been applied.  Compliance with pharmacopoeial requirements is approved.

Medicinal Product 

Composition 

The products are formulated as film coated tablets containing 5 and 10 mg of solifenacin succinate packed in HDPE containers or PVC/ PVDC- aluminium blisters. Lactose monohydrate, Povidone K25,  Magnesium stearate and Hypromellose, Talc, Triacetin, Titanium dioxide and Ferric oxide red  for coating are used as excipients.

The excipients  and packaging are usual for this type of dosage form. 
Pharmaceutical development 

The pharmaceutical development of the product has been adequately performed. Suitable dissolution rate of solifenacin from the film coated tablets was achieved.

Manufacturing process and quality control of the medicinal product

The film coated tablets have been manufactured through commonly used procedure and the manufacturing process is considered suitable to produce a pharmaceutical product of the proposed quality. During the development stage the manufacturing process has been critically evaluated. 

For control of drug product a suitable list of tests with appropriate limits has been set and approved. Satisfactory validation data for the analytical methods have been provided. 
Stability tests on the finished product 

Stability data of the product have been provided for two pilot scale batches of each strength. The batches were stored at 25ºC/60%RH, and 40ºC/75%RH in PVC/PVDC-Aluminium blisters and HDPE containers. A  shelf-life of 24 months  for Solifenacin succinate  film coated tablets was approved. 
II.2 Non clinical aspects 

Good Laboratory Practice
This product is a generic formulation of Vesicare which is available on the European market. No new preclinical data have been submitted, and therefore the application has not undergone pre-clinical assessment. This is acceptable for this type of application. 

Environmental risk assessment

The product is intended as a substitute for other identical products on the market. The approval of this product will not result in an increase in the total quantity of solifenacin succinate released into the environment. It does not contain any components which result in additional hazard to the environment during storage, distribution, use and disposal.

II.3 Clinical aspects
Clinical studies
Solifenacin succinate is a well known active substance with established efficacy and tolerability.

The content of the SMPC approved during the decentralized procedure is in accordance with that accepted for the reference product Vesicare marketed by Astellas Pharma Ltd..

For this generic application, the applicant has submitted one bioequivalence study (no. SLI-P9-512), a single dose, single center, randomized, laboratory-blinded, 2-period, 2-sequence, crossover study in healthy male volunteers under fasting conditions (after overnight fast), in which the pharmacokinetic profile of the test product Solifenacin Krka 10 mg film coated tablets is compared with the pharmacokinetic profile of the reference product Vesicare 10 mg, film coated tablets. Results of these studies are summarized in Table 1 and Table 2. 
Based on the pharmacokinetic parameters of solifenacin succinate in the reference film coated tablet Vesicare  marketed by Astellas Pharma Ltd. and the test film coated tablet containing solifenacin succinate, it can be concluded, that they are bioequivalent with respect to the extent and rate of absorption. The 90% confidence intervals calculated for AUC(0-t), AUC(0-∞), and Cmax are within the acceptance range of 0.80 – 1.25. The formula and preparation of the bioequivalence batch is identical to the formula proposed for marketing. 

An justification for waiving the bioequivalence study for Solifenacin Krka 5 mg film coated tablets was given,  although it do not fulfills all predefined criteria, but arguments  given by applicant make this discrepancy not likely to have impact on bioavailability of 5 mg tablet of solifenacin and therefore is acceptable. 

Table 1. Pharmacokinetic parameters (non-transformed values; arithmetic mean ± SD, tmax median, range)
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Table 2. Pharmacokinetic parameters 
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Pharmacovigilance system,  Risk Management Plan

Solifenacin succinate was first approved in 2003 and there is now 10 years post-authorisation experience with the active substance. There were no post authorisation pharmacovigilance issues identified for this active substance and class of medicinal products. Additional risk minimisation activities have not been identified for the reference medicinal product. The applicant has a pharmacovigilance system at their disposal, which is based on the current European legislation. Routine pharmacovigilance activities are sufficient to identify actual or potential risks and a detailed European Risk Management Plan is not necessary for this product.
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 

Solifenacin Krka 5 mg and 10 mg film coated tablets are generic forms of Vesicare 5 mg and 10 mg film coated tablets marketed by Astellas Pharma Ltd.. Vesicare 5 mg and 10 mg film coated tablets marketed by Astellas Pharma Ltd. are well-known medicinal products with an established favourable efficacy and safety profile. 

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

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 Krka, Slovenia had demonstrated bioequivalence for Solifenacin Krka 5 mg and 10 mg film coated 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.

There was one post-approval commitment made during the procedure.

List of abbreviations

ATC


Anatomical Therapeutic Chemical classification
AUC

    
Area Under the Curve

Cmax
 Maximum plasma concentration

GCP


Good Clinical Practice

GMP


Good Manufacturing Practice

MAH


Marketing Authorisation Holder

PIL


Product Information Leaflet

SIDC


State Institute for Drug Control 

SD


Standard Deviation
SmPC


Summary of Product Characteristics
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