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NEM EGESZSEGUGY| SZAKEMBEREKNEK SZOLO OSSZEFOGLALO

A Gyogyszerészeti és Egészségiigyi MinOség- és Szervezetfejlesztési Intézet Orszagos
Gyobgyszerészeti Intézet foigazgatosaga értékelte a Voltaren Emulgel Forte 20 mg/g gél
gyogyszerkészitményre vonatkozod kérelmet mindségi, valamint nem-klinikai és klinikai biz-
tonsagossag €s hatasossadg szempontjabol, azt megfelelonek taldlta, majd az Intézet kiadta a
gyogyszer forgalomba hozatali engedélyet. A forgalomba hozatali engedély jogosultja a No-
vartis Hungaria Kft.

A készitmény hatdanyaga a diklofendk-dietilamin, 23,2mg (megfelel 20,0 mg
diklofendk-natriumnak) 1 gramm gelben.

Egyéb 6sszetevok: butilhidroxitoluol, karbomerek, kokuszalkohol kaprilat-kaprat, dietil-amin,
izopropil-alkohol, folyékony paraffin, makrogol-cetil-sztearil-éter, oleil-alkohol, propilén-
glikol, ”Eucalyptus sting” parfim, tisztitott viz.

Fehér vagy csaknem fehér szinii, lagy, homogén, jellemzé illata gél HDPE peremmel és
HDPE membréannal ellatott, fehér vagy piros csavaros PP kupakkal lezéart aluminium tubusban
(LDPE/AI/HDPE).

A Voltaren Emulgel Forte 20 mg/g gél hatéanyaga, a diklofenak az Ggynevezett nem-szteroid
gyulladasgéatlo és fajdalomcesillapitd gydgyszerek csoportjaba tartozik. A készitmény kizaro-
lag a bérbe vald bedorzsolésre szolgal, felszivodasa fokozott. A diklofenak a melyen elhe-
lyezkedd, gyulladt szovetekben fejti ki hatasat.

A Voltaren Emulgel Forte 20 mg/g gél az iziletek és az izmok fajdalommal jar6 elvéltozasai
esetén enyhiti a fajdalmat és csokkenti a gyulladast.

A Voltaren Emulgel Forte 20 mg/g gél kovetkez6 megbetegedések kezelésére hasznalhato:
o felndttek és 14 évnél id6sebb serdiilokortak:

O izom és izileti sérilesek (pl. randulasok, hizodasok, z(zodasok, hatfajas, sportsé-
riilések), csokkenti a fajdalmat, kozepes és erds fajdalom esetén is, javitja a bete-
gek mozgékonysagat és segiti a szokasos mindennapi tevékenységhez torténd visz-
szatérést,

o0 ingyulladas (pl. teniszkényok), duzzanat a konyok és a térd korl;

o felndttek (18 évnél idésebbek): a térd és az ujjak enyhe iziileti gyulladasa.

Tudnivaldk a Voltaren Emulgel Forte 20 mg/g gél alkalmazasa elétt

Ne alkalmazza a Voltaren Emulgel Forte 20 mg/g gélt

e aki allergias a diklofenakra vagy a gyogyszer egyéb Osszetevojére;

e akinek diklofenak, acetilszalicilsav, vagy ibuprofén tartalmu, esetleg més, fajdalom, laz,
vagy gyulladas kezelésére szolgald gyogyszer alkalmazasakor korabban tulérzékenységi
reakcid 1épett fel. Az elébb emlitett acetilszalicilsavat véralvadasgatloként is alkalmaz-
zak. Az ilyen gyogyszerekre fellépd allergids reakciok tiinetei a kovetkezdk lehetnek:
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asztma, sipolo kilégzés, 1égszomj, borkitités, vagy csalankitités, az arc vagy a nyelv meg-
duzzadésa, orrfolyas;

e aterhesség harmadik trimeszterében;

e 14 ¢évesnél fiatalabb gyermekek és serdiilékortak esetében.

Figyelmeztetések és oOvintézkedések

e A gél nem hasznélhatd ekcémas (szaraz, viszket6 bor), illetve sériilt borfeliileten, vagy
nyilt serulések esetén. Nem hasznalhatd olyan borfeliileten, melyen csalankitités, vagy
ekcéma van. Fuggessze fel a kezelést, aki a készitmény alkalmazasa utan boérkititést ta-
pasztal.

. Nem alkalmazhato nagy bérfeliileten vagy hosszabb ideig, csak orvosi utasitasra.

o A Voltaren Emulgel Forte 20 mg/g gélt csak kiils6leg szabad hasznalni, szajba ne keriil-
jon, nem szabad lenyelni. Hasznalat utan kezet kell mosni. Ugyelni kell arra, hogy a
Voltaren Emulgel Forte 20 mg/g gél ne keriljon a szembe. Ha mégis belekertil, bo tiszta
vizzel kell a szemet kidbliteni. Akinek panaszai a szemébe keriilt kenécs kimosasa utan
is megmaradnak, keresse fel kezeldorvosat, vagy az orvosi ligyeletet

e A Voltaren Emulgel Forte 20 mg/g gél nem lezart kotéseknel alkalmazhato, de Iégmen-
tesen lezart (okkluziv) kotések esetén nem szabad hasznalni.

Gyermekek és serdiilok

Nincs elegendd adat a hatdsossagra és biztonsagossagra vonatkozdéan 14 éves életkor alatti
gyermekek esetében.

A 14 évesnél id6sebb serdiildkoruak esetében, ha a készitmény alkalmazasa fajdalomcsillapi-
tas céljara 7 napnal hosszabb ideig szlikséges, vagy ha a tlinetek rosszabbodnak, a beteg/ a
serdiilékoru gyermek sziilei forduljon/ forduljanak orvoshoz.

Terhesség, szoptatas és termékenység

Aki terhes vagy szoptat, illetve akinél fennall a terhesség lehetdsége vagy gyermeket szeretne,
a gyogyszer szedése elott beszéljen kezeldorvosaval. Ugyanis a terhesség utolsd 3 honapjaban
a Voltaren Emulgel Forte 20 mg/g gél nem alkalmazhatd, mert &rthat a magzatnak vagy gon-
dot okozhat a sziiles soran. A Voltaren Emulgel Forte 20 mg/g gél csak orvosi javaslatra al-
kalmazhat¢ a terhesség elsé 6 honapjaban a lehet6 legkisebb adagban és legrovidebb ideig.

A Voltaren Emulgel Forte 20 mg/g gél csak orvosi javaslatra alkalmazhaté szoptatas ideje
alatt, mivel a diklofendk kis mértékben atjut az anyatejbe, de nem alkalmazhat6 az emldkon,
vagy nagy borfeliileten, valamint hosszabb ideig.

A készitmény hatasai a gépjarmiivezetéshez és gépek kezeléséhez sziikséges képességekre

A Voltaren Emulgel Forte 20 mg/g gél nem befolyasolja a gépjarmiivezetéshez €s gépek keze-

lesehez szilkseges képessegeket.

A Voltaren Emulgel Forte 20 mg/g gél propilénglikolt és butilhidroxitoluolt tartalmaz. A pro-
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pilénglikol egyes esetekben enyhe bdrirritaciot, a butil-hidroxitoluol helyi bdrreakciokat (pél-
daul kontakt dermatitisz) vagy szem- és nyalkahartya-irritaciot okozhat.
Hogyan kell alkalmazni a Voltaren Emulgel Forte 20 mg/g gélt?

Mennyi Voltaren Emulgel Forte 20 mg/g gélt kell alkalmazni

Felnottek €és 14 évnél iddsebb gyermek esetében a Voltaren Emulgel Forte 20 mg/g gélt na-
ponta 2 alkalommal kell alkalmazni (reggel és este) a fajdalmas terlleten, mely igy tartos faj-
dalomcsillapitast nyujt, akar 12 6ran at.

A gél hasznélatanak pontos leirasa a betegtajékoztatoban talalhato.

Mennyi ideig hasznalhaté a Voltaren Emulgel Forte 20 mg/g gél

Orvosi javaslat hianyaban ne hasznaljak a VVoltaren Emulgel Forte 20 mg/g gélt:

o felndttek és 14 évnél id6sebb serdiilokoruak: 2 hétnél hosszabb ideig izom ¢s iziileti séru-
lések (randulés, hizAadas, (ités), illetve ingyulladas,

o felnbttek (18 év felett): 3 hétnél tovabb iziileti gyulladas kezelésére.

Hosszabb kezelést a kezeldorvos javasolhat.

Forduljon kezel6orvosahoz, akinél a fajdalom, vagy a gyulladas 7 napon beliil nem javul,
esetleg fokozaddik.

Mit tegyen, aki az eldirtndl tobb Voltaren Emulgel Forte 20 mg/g gélt alkalmazott

Torolje le a felesleget egy papirzsebkenddvel.

Amennyiben gyermek véletlenill lenyeli a gélt, azonnal értesiteni kell a kezel6orvost.

Mit tegyen, aki elfelejtette alkalmazni a Voltaren Emulgel Forte 20 mg/g gélt

AKki elfelejtette a Voltaren Emulgel Forte 20 mg/g gélt a megfelel idépontban alkalmazni,
potolja, amilyen gyorsan csak lehet. Ezutan varja meg a tervezett alkalmazas kovetkez6 1d6-
pontjat és hasznalja a gélt a javasolt adagban. Ne alkalmazzon kétszeres adagot a kihagyott
adag potlasara.

Lehetséges mellékhatasok

Mint minden gydgyszer, igy a Voltaren Emulgel Forte 20 mg/g gél is okozhat mellékhataso-
kat, amelyek azonban nem mindenkinél jelentkeznek.

Egyes ritka, vagy nagyon ritka mellékhatasok sulyos kovetkezményekkel is jarhatnak.
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AKki a talérzékenység barmely itt felsorolt jelét észlelné, hagyja abba a Voltaren Emulgel For-

te 20 mg/g gél alkalmazasat és értesitse kezelOorvosat vagy gyogyszerészét:

. a bor felhdlyagosodasaval jard borpir, csalankiiités (10 000-b6l 1-10 beteget érinthet),

. Iégszomij, sipol6 legzés, feszes mellkas (asztma) (10 000-bdl kevesebb, mint 1 beteget
érinthet),

. az arc, az ajkak, a torok vagy a nyelv megduzzadasa (10 000-bdl kevesebb, mint 1 bete-
get érinthet).

A tobbi, esetleg kialakuld6 mellékhatés rendszerint enyhe, mulo és artalmatlan. Szamoljon be

kezeldorvosanak vagy gyogyszerészének, aki ilyen tlinetek kialakulasat észleli:

. gyakori (100-bol 1-10 beteget érinthet): bérkiiités, viszketés, borpir, vagy tliszarasszerii
fajdalom az alkalmazas helyén,

. nagyon ritka (10 000-bél kevesebb, mint 1 beteget érinthet): fokozott érzékenység nap-
siitésre. Figyelmeztetd jele a napsiités sordn megjelend viszketés, duzzanat és holyag-
képzddés.

Hogyan kell a Voltaren Emulgel Forte 20 mg/g gélt tarolni?
Legfeljebb 30°C-on tarolando.

A gyogyszer gyermekektdl elzarva tartando!
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Tudomanyos 6sszefoglalo

Ez a modul a Voltaren Emulgel Forte 20 mg/g gél forgalomba hozatali engedélyezeési eljarasa
soran végzett tudomanyos értékelését tartalmazza. Az eljaras 2011. november 17-én fejezodott
be. Az eljarés lezarésa utani Iényeges valtoztatasokat lasd a “Maodositasok™ modulban.
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I. INTRODUCTION

In accordance to the Directive 2001/83/EC of the European Parliament and of the Council of
6 November 2001 on the Community code relating to medicinal products for human use
(implemented by the Act CXV of 2005 on Medicinal Products for Human Use and on the
Amendment of Other Regulations Related to Medicinal Products as well as by the Decree
52/2005 (IX. 18.) of the Minister of Health on placing medicinal products for human use on
the market in Hungary), an application has been submitted.

This abridged application concerned the medicinal product Voltaren Emulgel Forte 2 % (con-
taining 23.2 mg/g diclofenac diethylamine) that had been developed as a higher-strength for-
mulation of the well-known, globally marketed Voltaren Emulgel. Compared to the formula-
tion of the latter, the Voltaren Emulgel Forte 2 % has twice the concentration of active ingre-
dient.

Voltaren Emulgel Forte 2 % had been developed for non-prescription use for the same indica-
tions, same maximum daily dose, and same treatment duration as Voltaren Emulgel.

This abridged national application contained references to own pharmaco-toxicological and
clinical data supporting the submission.

Voltaren Emulgel Forte 2 % was designed to achieve high efficacy with less frequent daily
applications as compared to Voltaren Emulgel, thereby improving treatment compliance and
convenience for the patient.

Topical formulations of diclofenac have been developed to allow local analgesic and antiin-
flammatory effects of diclofenac with minimal systemic exposure to the drug. Inhibition of
prostaglandin synthesis is the primary mechanism of action of diclofenac.

Voltaren Emulgel Forte 2 % is intended for the relief of pain, inflammation and swelling in:

e soft-tissue injuries: trauma of the tendons, ligaments, muscles and joints, e.g. due to
sprains, strains, bruises and backache;

e localised forms of soft tissue rheumatism: tendonitis (e.g. tennis elbow); and

o for the relief of pain of non-serious arthritis of the knee or fingers.
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1. QUALITY ASPECTS

1.1 Introduction

This chemical-pharmaceutical assessment report concerns the national application for market-
ing authorisation of Voltaren Emulgel Forte 20 mg/g gel, which is a line extension of Vol-
taren Emulgel (11.6 mg/g) gel.

The product is packed in aluminium laminated tube sealed with a HDPE membrane (tamper
evident) and closed with a screw cap.

Voltaren Emulgel Forte 20 mg/g gel is a topical non-steroidal anti-inflammatory agent. It is
indicated for the relief of pain, inflammation and swelling in:
e Soft-tissue injuries: trauma of the tendons, ligaments, muscles and joints, e.g. due to
sprains, strains, bruises and backache (sports injuries);
e Localised forms of soft tissue rheumatism: tendonitis (e.g. tennis elbow), bursitis,
shoulder-hand syndrome and periarthropathy.

11.2  Drug Substance

The applicant has submitted a European Pharmacopoeia (Ph. Eur.) Certificate of suitability
and Drug Master File (DMF) for diclofenac sodium.

Data on the manufacture of the active substance was provided in the applicant’s dossier.

INN name: diclofenac diethyl ammonium salt
Chemical name: diethyl ammonium 2-[(2,6-dichlorophenyl)-amino]-phenyl acetate
Structure:

T o
T,— »:I:’“x{;f— NH,-{C,H,),
P _

Tz NH
cl . __ o
ey

The active substance is a white to light beige crystalline powder. It is freely soluble in metha-
nol and ethanol, sparingly soluble in water. It does not show polymorphism.

The proposed manufacturing process has been adequately described. Critical steps and ac-
companying in-process controls have been defined to ensure quality of the final substance. In-
process controls performed during the synthesis are suitable to control the reaction progress.
Appropriate specifications for starting materials, solvents and reagents have been established.

Evidence of the structure has been confirmed by thermal analysis, UV-, IR, H-NMR, C-NMR
and mass spectroscopy and by elemental analysis.
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Data on the manufacture and characterisation of the active substance comply with the Euro-
pean Medicines Agency (EMA) Committee on Human Medicinal Products (CHMP) guide-
lines.

The substance complies with the requirements of the EMA guideline on genotoxic impurities.

The substance is not official in the Ph. Eur, but it fulfils the British Pharmacopoeia (BP)
monograph requirements. Therefore, an in-house specification has been set for diclofenac
diethylamine, which includes tests for appearance, identification (IR, TLC), assay (titration),
impurity (HPLC), microbial limit test, particle size, pH value, loss on drying, heavy metals
and sulphated ash.

The specification is in accordance with the Ph. Eur. general monograph on Substances for
pharmaceutical use and the International Conference on Harmonisation (ICH) Q6A guideline.

The specifications reflect all relevant quality attributes of the active substance and were found
to be suitable for the control of the quality of the drug substance. The limits set are properly
justified.

Testing methods not described in details in the Pharmacopoeia are adequately drawn up and
sufficiently validated. Reference materials used by the active substance manufacturer and the
drug product manufacturer for the control of the substance are well characterised.

Batch analysis data justify the limits, indicate the good performance of testing methods and
demonstrate the batch to batch consistency of the production.

During the stability studies no significant changes in any parameters were observed. The pro-
posed retest period of 36 months is supported by the supplemented stability data of 36 months
with the storage condition: “Store below 30°C”.

GMP compliance of the Active substance manufacture is demonstrated by the applicant.

11.3 Medicinal Product

The aim of the development was to produce a product suitable for less frequent administration
than Voltaren Emulgel (11.6 mg/g) gel, which was developed and first marketed over 25
years ago.

The approach was to increase the active substance concentration and improve the penetration
of diclofenac through the skin. The starting point of the development was Voltaren Emulgel
which is currently approved in 137 countries.

A satisfactory package of data on development pharmaceutics has been presented. Brief dis-
cussion on reasons for inclusion and quantity of excipients has been provided. The composi-
tions and the pharmaceutical tests evaluated during development of the final formulation are
included in the documentation.

10
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As a results of development studies product with the following composition, appearance and
packaging was obtained.

The excipients used are isopropyl alcohol, propylene glycol, cocoyl caprylocaprate, paraffin
liquid, macrogol cetostearyl ether, carbomers, diethylamine, oleyl alcohol, perfume eucalyp-
tus sting, butylhydroxytoluene and purified water. All excipients used comply with their re-
spective Ph. Eur. monographs, with the exception of diethylamine and perfume eucalyptus
sting, which comply with satisfactory in-house monographs. Compliance of the product with
the general monograph of the Ph. Eur. on the Products with the risk of TSE has been demon-
strated by the applicant.

Voltaren Emulgel Forte 20 mg/g gel is a white to practically white, soft, homogenous, cream-
like gel.

A description and flow chart of the manufacturing method has been provided. Appropriate in-
process controls are included in the manufacturing process. Satisfactory batch formulae were
also presented. GMP compliance of the manufacturing site has been demonstrated

The finished product specification is satisfactory. Acceptance criteria have been justified with
respect to conventional pharmaceutical requirements as prescribed in the relevant dosage form
monograph of the Ph. Eur. and the ICH Q6A guideline. Appropriate control strategy was se-
lected. The test methods have been described and have been adequately validated. Batch data
have been provided and complied with the specification. Certificates of analysis were also
provided for the working standard used.

The container closure system of the product is as follows: aluminium laminated tube (from
outside to inside: low density polyethylene, aluminium, high density polyethylene) with a
shoulder and membrane made of high density polyethylene closed with a screw cap made of
polypropylene. All plastic materials in contact with the product comply with the current Ph.
Eur.

Finished product stability studies have been conducted in accordance with the current guide-
lines. Based on the results, a shelf-life of 3 years with storage conditions of “Do not store
above 30°C” is approved.

The pharmaceutical data in the Summary of Product Characteristics, Patient Information
Leaflet and label are acceptable.

11.4 Discussion on chemical, pharmaceutical and biological aspects

The product has been shown to consistently meet the current regulatory requirements with
respect to qualitative and quantitative content of the active substance and pharmaceutical form
until the end of the approved shelf-life. The manufacture and the quality standards applied

adequately support the safe use and efficacy of the product.

From chemical-pharmaceutical points of view the product is approvable.
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I11. NON-CLINICAL ASPECTS

I11.1 Introduction

The non-clinical overview has been written in 2010. The report refers to publications up to
year 2004 and contains several original non-clinical studies of Novartis Consumer Health SA.

An extensive series of preclinical safety tests has been performed with diclofenac in many
species. Acute toxicity, mid-term and long-term toxicity, in vitro and in vivo mutagenicity,
teratogenicity, fertility, peri- and post-natal toxicity, carcinogenicity and special safety phar-
macology studies were performed in rats, mice, rabbits, dogs and monkeys. Most of the data
on the pharmacodynamics, pharmacokinetics and toxicity of diclofenac have already been
submitted and reviewed in the marketing authorisation application of Voltaren Emulgel.

The general safety of the product is, in addition, evaluated on the basis of extensive post-
marketing surveillance. The importance of the non-clinical studies on the active drug sub-
stance in the total safety evaluation is therefore limited. With a topical product, issues of local
tolerance must be considered.

111.2 Pharmacology

Diclofenac has profound effects on the arachidonic acid cascade, primarily at the level of
cyclo-oxygenase (COX). It also appears to inhibit leukotriene formation by decreasing ara-
chidonic acid release and increasing its uptake, probably into triglycerides, thus limiting the
availability of arachidonic acid entering the COX and lipoxygenase pathways.

111.3 Pharmacokinetics

Animal pharmacokinetic data has not been generated with the proposed 20 mg/g gel formula-
tion, as the clinical pharmacokinetic program has obtained more relevant information on ab-
sorption from human skin, in vivo.

Topical application of diclofenac diethylamine 1.16% gel in guinea pigs has shown to pro-

duce higher effective drug concentrations in the tissue compartments proximal to the site of
application while sparing distant parts of the body from excessive drug exposure.

11.4 Toxicology

The toxicology of Voltaren Emulgel Forte 20 mg/g gel was investigated in a series of in vivo
studies. Several investigations were concentrated on potential local tolerance, sensitisation
and photo-safety issues including those on rabbits and guinea-pigs.
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The topical formulations of diclofenac diethylamine 2.32% gel were well tolerated in the
various local toxicity studies. No irritation, sensitisation nor photosensitisation potential was
observed.

Diclofenac had moderate acute oral and intravenous toxicity in all species examined. The re-
peat dose toxicology has been reviewed and, as might be expected for a NSAID, demon-
strated evidence of gastrointestinal ulceration and potential renal toxicity. There was no sig-
nificant hepatotoxicity in any of the repeat-dose studies.

Animal studies have not shown any direct or indirect harmful effects on pregnancy, embryo-
nal/fetal development, parturition or postnatal development. Any evidence of reproduction
toxicity was confined to maternally toxic doses.

A wide range of other genetic toxicology investigations was consistently negative indicating
that diclofenac is not genotoxic. There was no treatment-related increase in tumours in any of
three life-span carcinogenicity studies.

I11.5 Ecotoxicity/environmental risk assessment

The application does not contain detailed environmental risk assessment. This is in
conformity with the European guideline concerning these kinds of applications
(EMEA/CHMP/SWP/4447/00). Application of the present medicinal product will not lead to
an increased exposure to the environment. An environmental risk assessment is therefore not
deemed necessary.

111.6 Discussion on the non-clinical aspects

Based on the non-clinical data and the similarity of the submitted medicinal product to the
approved and marketed Voltaren Emulgel (with the diclofenac diethylamine content of
1.16%) , it is expected that Voltaren Emulgel Forte 20 mg/g gel will be effective for the relief
of pain, inflammation and swelling in soft tissue injuries, soft tissue rheumatism. Used ac-
cording to the recommended dose and maximum treatment duration, it is expected to be as
well tolerated as Voltaren Emulgel.

The Voltaren Emulgel Forte 20 mg/g gel medicinal product is, from non-clinical points of
view, acceptable.
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IV. CLINICAL ASPECTS

1V.1 Introduction

The clinical overview has been written in 2010. The report refers to publications up to year 2008 and
several original clinical studies of Novartis Consumer Health SA.

1V.2 Pharmacokinetics

The absorption, distribution, metabolism and excretion of diclofenac after per os administra-
tion are well known.

When applied to the skin, Voltaren Emulgel Forte 20 mg/g gel achieves penetration of the
active ingredient, diclofenac, into the target tissues without appreciable systemic exposure.
After topical application to approximately 400 cm? of skin, systemic exposure as determined
by plasma concentration of Voltaren Emulgel Forte 20 mg/g gel (2 applications/day) was
equivalent to Voltaren Emulgel (4 applications/day in a comparative bioavailability study).
The confidence interval on the ratio of Cnax for the former gel b.i.d. vs. the latter g.i.d. was
within the conventional bioequivalence limits of 80% and 125%, whereas for AUC, the lower
limit of the confidence interval, 79% was just outside the conventional lower limit. The rela-
tive bioavailability of diclofenac (AUC ratio) for Voltaren Emulgel Forte 20 mg/g gel versus
Voltaren tablet was 4.5% on day 7. Absorption was not modified by a moisture and vapour
permeable bandage.

In general, the topical treatments Voltaren Emulgel Forte 20 mg/g gel and Voltaren Emulgel
were comparable without any clearly discernible differences in their pharmacokinetic profiles
or pharmacokinetic parameters.

1.3 Pharmacodynamics

Voltaren Emulgel Forte 20 mg/g gel is an anti-inflammatory and analgesic preparation de-
signed for topical application. Inhibition of prostaglandin synthesis is the primary mechanism
of action of diclofenac. In inflammation and pain of traumatic or rheumatic origin, Voltaren
Emulgel Forte 20 mg/g gel relieves pain, decreases swelling, and shortens the time to return to
normal function.

IV.4 Clinical efficacy

The pivotal study was a randomized, double-blind, 3-treatment arm, multi-centre, placebo-
controlled, parallel group study of the efficacy and safety of Voltaren Emulgel Forte 20 mg/g
gel applied t.i.d. or b.i.d. for 7 days to treat acute ankle sprain.

The results demonstrate a rapid onset of efficacy in both active treatment groups that is sus-
tained over the entire 7 day treatment period.

In conclusion the demonstrated efficacy of Voltaren Emulgel Forte 20 mg/g gel along with
the comparable pharmacokinetic profile to Voltaren Emulgel (with the half of the active in-
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gredient content) gel g.i.d. indicates that VVoltaren Emulgel Forte 20 mg/g gel will be effective
for the same indications.

IV.5 Clinical safety

Local tolerability studies did not suggest that phototoxic, sensitisation, or irritation is likely
with Voltaren Emulgel Forte 20 mg/g gel when used as directed.

Safety was assessed in a placebo-controlled trial and three phase | studies on healthy volun-
teers (one pharmacokinetic, two local tolerability trials). Assessments of the tolerability of the
medication were made by patients included studies. There was no evidence of any difference
in incidence rates between active treatment and placebo, nor any evidence of toxicity to any
system. In the major safety population, overall incidence of adverse events was low in all
treatment groups.

1.6 Discussion on the clinical aspects
From the clinical points of view, approval is recommended, since the applicant has properly
demonstrated that the pharmacokinetic profile and efficacy of Voltaren Emulgel Forte 20

mg/g gel is comparable to those of the authorised Voltaren Emulgel.

Voltaren Emulgel Forte 20 mg/g gel can be applied in the same indication as the strength
authorised earlier.
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V. FINAL CONCLUSION, ASSESSMENT OF THE THERAPEUTIC
BENEFIT/RISK AND RECOMMENDATION

Diclofenac diethylamine is an active ingredient used in European countries over ten years and
their benefit/risk ratio can be judged ‘positive’.

Diclofenac-diethylamine topical preparations are well examined medicinal products. Efficacy
is demonstrated in several studies, furthermore safety is observed over many years, so the
safety profile of diclofenac diethylamine is well known.

Voltaren Emulgel containing the same active ingredient has been authorised for marketing.
The present application represent it’s another (twofold) strength. When applied according to
their strengths, the two products had comparable bioavailability. Moreover, the efficacy of
Voltaren Emulgel Forte 20 mg/g gel was verified by a clinical trial.

Quiality of the product is adequately drawn up to support the consistent safety and efficacy of
the Voltaren Emulgel Forte 2 %.

The therapeutic benefit/risk ratio of VVoltaren Emulgel Forte 20 mg/g gel is therefore positive.

V.1 Conditions for the marketing authorisation
V.1.1 Requirements for specific post-marketing obligations
Not needed.
V.1.2 Pharmacovigilance system

A detailed description of the pharmacovigilance system of the marketing authorization
applicant has been submitted providing supportive evidence on the existence of an ap-
propriate pharmacovigilance system fulfilling all legal requirements. The applicant has
verified the continuous availability of the services of a Qualified Person for
Pharmacovigilance and the necessary means for the collection and notification of any
adverse reaction occurring either in the Community or in a third country.

V.1.3 Risk Management Plan

According to the guideline of EMEA/CHMP/96268/2005 no risk management plan
needed to be included in this application. Nevertheless, the applicant has submitted a
risk management plan in the dossier that has been prepared according to the legal re-
quirements, thus, it is acceptable.

V.1.4 Periodic Updated Safety Report (PSUR)

The applicant has applied for a 3-year PSUR cycle with the next data lock point of
September 2012. The proposal is acceptable.
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V.1.5 Legal status

Non-prescription, pharmacy-only medicine.

V.2. Summary of Product Characteristics (SmPC)

The SmPC is, both from pharmaceutical and medical points of view, acceptable and harmo-
nised with that of the already authorised strength.

V.3 Package Leaflet and user consultation

The package leaflet has been evaluated via a user consultation study in accordance with the
requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC (Article 3/4/ of the Order of
the Minister of Health No 30/2005 on 2 August of 2005 on the label and patient information
leaflet of medicinal products for human use). The language used for the purpose of user
testing the patient information leaflet was Hungarian.

The results show that the package leaflet meets the criteria for readability as set out in the

Guideline on the readability of the label and package leaflet of medicinal products for human
use.
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V1. Modositasok: az eredeti eljaras lezarasa utan tett lépesek, amelyek érintik a
Nyilvanos értékelo jelentés szovegét

Ez a modul az eredeti eljaras befejezése utan tett Iépésekre vonatkozo informéaciokat tartalmazza.

Az eljaras Az eljaras Engedélyezve Ertékels
Targy Iktatoszam A termekinformaciot érinti: J: befejezésének gece ye? jelentés
megkezdésének kelte kelte vagy elutasitva Csatolva:
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