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NEM EGESZSEGUGYI SZAKEMBEREKNEK SZOLO OSSZEFOGLALO

A GYEMSZI Orszagos Gyogyszerészeti Intézet FOigazgatdsag a benyujtott dokumentumok
gondos értékelése alapjan forgalomba hozatalra engedélyezte a Panadol Rapid 500 mg
filmtabletta gyogyszerkészitményt.

Milyen tipusi gyogyszer a Panadol Rapid 500 mg filmtabletta és milyen betegségek
esetén alkalmazhato

A Panadol Rapid 500 mg filmtabletta hatoanyagként tablettanként 500 mg paracetamolt

tartalmaz, amely fajdalom és lazcsillapité gydgyszer. Gyorsan €s hatékonyan enyhiti:

- a fejtajast és migrént,

- a hatfajdalmakat, idegfiajdalmat, fogfajast, reumatikus- €és izomfajdalmakat, valamint a
menstruacids gorcesel jaro fajdalmat,

- a megfazassal, influenzaval €s torokfajassal egyiitt jard kellemetlen érzést és csokkenti a
fellépd lazat.

Egyéb Osszetevoi:

- tablettamag: hidegen duzzadd keményitd, kalcium karbonat, alginsav, ,,A” tipust
kroszpovidon, povidon (K-25), magnézium sztearat, vizmentes kolloid szilicium dioxid,
parahidroxibenzoatok (metil-parahidroxibenzoat-natrium (E219), etil-parahidroxibenzoat-
natrium (E215), propil-parahidroxibenzoat-natrium (E217.)

- bevonat: Opadry white (YS-1-7003), karnauba viasz, tisztitott viz.

Fehér szinli, kapszula alakd, konvex filmbevonatl tabletta, egyik oldalan egy korben ,.P”
bevéséssel, masik oldalan bemetszéssel ellatva. A tabletta egyenlé adagokra oszthato.

A Panadol Rapid 500 mg filmtabletta a szétesést segitdé rendszerének (Optizorb formula)
koszonhetden, gyorsabban szivodik fel, mint a hagyomanyos paracetamol tablettak.

Tudnivaléok a Panadol Rapid 500 mg filmtabletta szedése elott

Ne szedje a Panadol Rapid 500 mg filmtablettat

- ha allergias (tulérzékeny) a paracetamolra vagy a Panadol Rapid 500 mg filmtabletta
egyeb Osszetevojeére,

- mas paracetamol tartalmu készitményekkel egyidejiileg,

- maj- ¢€s vesekarosodas esetén (ekkor csak orvosi konzultaciot kdvetden szedheti),

- gliik6z-6-foszfat-dehidrogenaz enzim hianya esetén.

Tovabbi figyelmeztetések és ovintézkedések

- Alkoholos eredetli majkarosodas esetén fokozott a tuladagolas veszélye.

- Amennyiben On m4j- vagy vesekdrosodasban szenved, csak orvosi konzultaciot ko vetden
szedheti a készitményt.

- Ha tiinetei 3 napon beliil nem enyhiilnek, forduljon orvosahoz.
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Egyéb gyogyszerek és a Panadol Rapid 500 mg filmtabletta

Téjékoztassa kezeldorvosat vagy gyogyszerészét a jelenleg vagy a kozelmultban szedett
egyeb gyodgyszereirdl, beleértve a vény nélkiil kaphato készitményeket is.

A készitmény szedése elott feltétlentil konzultaljon orvoséval, amennyiben:

- metoklopramidot vagy domperidont (ezek a szerek héanyinger/hanyas ellen
hasznalatosak), vagy

- magas koleszterinszint kezelésére szolgalo kolesztiramint szed,

- veéralvadasgatlokat (pl. warfarint) szed és hosszu idOn keresztiil, naponta van sziiksége
fajdalomcsillapitora, mert ekkor paracetamolt csak alkalmanként vehet be.

A Panadol Rapid 500 mg filmtabletta alkalmazdsa alkohollal ndveli a paracetamol
majkarosito hatésat.

Amennyiben On ferhes vagy szoptat, kérje ki orvosa tanacsat a Panadol Rapid 500 mg
filmtabletta szedése elott.

A Panadol Rapid 500 mg filmtabletta nincs hatassal a gépjdrmiivezetéshez és gépek
kezeléséehez sziikséges képességekre.

Fontos informaciok a Panadol Rapid 500 mg filmtabletta egyes dsszetevoirol: parahidroxi-
benzoatokat tartalmaz (E215, E217, E219) tartalmaz, amelyek késdbbiekben jelentkezd
allergids reakciokat okozhatnak.

Hogyan kell szedni a Panadol Rapid 500 mg filmtablettat

Felnotteknek, idoskoruaknak és 12 éves és annal idosebb gyermekeknek:

- egyszeri adagja 1-2 tabletta, amely sziikség esetén 4-6 6ranként ismételhetd.
- az tjabb adag bevételéig legalabb 4 oranak el kell telnie.

- 24 o6ran beliil ne vegyen be 8-nal tobb tablettat.

Gyermekeknek 6-11 év kozott:

- egyszeri adagja 1/2-1 tabletta, amely sziikség esetén 4-6 dranként ismételheto.
- az tjabb adag bevételéig legalabb 4 oranak el kell telnie.

- 24 oran beliil ne vegyen be 4 tablettanal tobbet.

6 éven aluli gyermekeknek nem adhato.
Gyermekeknek orvosi feliigyelet nélkiil legfeljebb 3 napig adhatd.

Kizéarolag szajon at torténd alkalmazasra! A tablettakat vizzel nyelje le. Ne 1épje tul az eldirt
adagot! Mas paracetamol tartalmu készitményekkel egyiitt nem szedhetd.

Ha az eloirtnal tobb Panadol Rapid 500 mg filmtablettat vett be: a paracetamol tuladagolasa
majkarosodast okozhat. Amennyiben az eldirt adagnal tobbet vett be, forduljon azonnal
orvoshoz, még akkor is, ha nem €rzi rosszul magat!



GYEMSZI Panadol Rapid 500 mg filmtabletta
Orszagos Gyogyszerészeti Intézet Foigazgatosag Publikus értékeld jelentés

Budapest Torzskonyvi szam: OGYI-T-1711

Lehetséges mellékhatasok

Mint minden gyogyszer, igy a Panadol Rapid 500 mg filmtabletta is okozhat mellékhatdsokat,
amelyek azonban nem mindenkinél jelentkeznek.

Nagyon ritka mellékhatasok (10000-bol kevesebb mint egy embert érint):
- vérlemezkék szamanak csokkenése a vérben (trombocitopénia),
- mdjmiikodési zavar.

Ha az aldbbi tlinetek barmelyikét észleli, hagyja abba a gyogyszer szedését €s azonnal

forduljon orvoshoz:

- mellkasi szoritd érzés, kapkodd légzés, kiiités és 4juldsos rosszullét (anafilaxias
reakcio - az egész szervezetre kiterjedd stlyos, azonnali tilérzékenységi reakcio),

- a bor tulérzékenységi reakcioi: borkiiités; gyorsan fellépd duzzaddsa a bdrnek,
nyalkahartydknak, €s a nyalkahartya alatti szoveteknek (angiddéma); talérzékenységi
reakcid, elsdsorban a sz4j, kotohartya, nemiszervek borén, illetve nyalkahartyajan,
szimmetrikus, voroses kiiitések, 14z kiséretében (Stevens-Johnson szindréma),

- horgbégores acetilszalicilsavra, vagy egyéb nem szteroid gyulladascsokkentd
gyogyszerre érzékenyeknél.

Hogyan kell a Panadol Rapid 500 mg filmtablettat tarolni

A gyogyszer legfeljebb 30°C-on tarolando, gyermekektdl elzarva tartando!
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Tudomanyos osszefoglalo

Ez a jelentés a Panadol Rapid 500 mg filmtabletta forgalomba hozatali engedélyezési eljarasa
soran végzett tudomanyos értékelését tartalmazza.
Az eljaras 2011. jalius 27-én fejez6dott be.
Az eljaras lezarasa utani lényeges valtoztatasokat lasd a “Modositasok” modulban.
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[. 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 to the reference and competent
authorities of the Member State concerned.

Having the submitted quality, relative safety and efficacy data assessed, the National Institute
of Pharmacy Directorate of the GYEMSZI issued the marketing authorisation of the Panadol
Rapid 500 mg film-coated tablets. The holder of the marketing authorisation 1is
GlaxoSmithKline Consumer Healthcare, GlaxoSmithKline Export Ltd., Brentford, Great
Britain.

The active substance is paracetamol. It has been widely used as an analgesic and antipyretic
for relief of symptoms of mild to moderate pain and reduction of fever. The analgesic effect
of paracetamol is indicated for relief of symptoms of sore throat, headache, muscle pain,
migraine, dysmenorrhoea, dental pain and the pain of osteoarthritis. Paracetamol is also
indicated as an antipyretic agent for the reduction of fever.

The Summary of Product Characteristics contains the detailed description of the indications
and dosage.

This application concerns a national procedure, a line extension to an existing marketing
authorisation.

The legal base of the application was the Commission Regulation (EC) No 1234/2008 of 24
November 2008 concerning the examination of variations to the terms of marketing
authorisations for medicinal products for human use and veterinary medicinal products: line
extension, according to Annex 1, 2 (b): change of pharmacokinetics, e.g. rate of release.
Panadol Rapid 500 mg film-coated tablets represent a new formulation, a fast-dissolving
paracetamol tablets which has been formulated to have an improved dissolution rate
compared to standard paracetamol tablets. The original medicine in the product line of the
marketing authorisation holder that wax extended with the present application was the
Panadol 500 mg film-coated tablets (OGYI-T-01711), authorised for marketing in 1992 in
Hungary.
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II. QUALITY ASPECTS

11.1 Introduction

This assessment report relates the national application for marketing authorisation of the
Panadol Rapid 500 mg film-coated tablets what is the line extension of the Panadol film-
coated tablets authorised earlier.

The active principle of the Panadol Rapid 500 mg film-coated tablets is paracetamol what has
analgetic and antipyretic effects.

11.2 Active substance

The active substance paracetamol is described in the European Pharmacopoeia (Ph. Eur.).

The Applicant has submitted a Ph. Eur. Certificate of Suitability (CEP) for the drug substance
paracetamol. The CEP indicates that the Ph. Eur. monograph is suitable to control the purity
of the substance.

Nomenclature:
International non-proprietary name (INN): paracetamol
Chemical name: N-(4-hydroxyphenil)acetamide
Structure:
n e
H,C — é.' - NH ol

N\ /

General properties: the active substance is a white or almost white crystalline powder. It is
freely soluble in alcohol, sparingly soluble in water and very slightly soluble in methylene
chloride. It has not chirality centre.

The substance is specified according to the requirements of the current Ph. Eur. monograph. It
includes the following tests for paracetamol: identification, related substances (HPLC), heavy
metals, loss on drying (the last solvent is water), sulphated ash and assay. The specification is
in accordance with the Ph. Eur. general monograph on Substances for pharmaceutical use and
the ICH Q6A guideline. The specifications reflect all relevant quality attributes of the active
substance and were found to be adequate to control its quality.

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

Batch analysis data justify the limits, indicate the good performance of testing methods and
demonstrate batch to batch consistency of the production.
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The reference materials used for the control of the substance are adequately characterized

The re-test period mentioned in the CEP is five years with no special storage conditions.

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

11.3 Medicinal Product

The aim of the formulation development was to produce a tablet capable of providing
improved paracetamol dissolution compared to standard (already marketed) paracetamol
tablets. Changes have been made to the excipients in the formulation to improve the
dissolution and absorption characteristics.

As a result of development studies a product with the following composition was obtained.
Excipients: pregelatinised starch, calcium carbonate, alginic acid, crospovidone, povidone,
magnesium stearate, colloidal silicon dioxid, blend of sodium parabens, Opadry white,
carnauba wax and purified water.

All excipients comply with their respective Ph. Eur. monographs, with the exception of blend
of sodium parabens and Opadry white that comply with a satisfactory in-house monograph.
The final formulation is included in the documentation. Compliance of the product with the
general monograph of the Ph. Eur. on Products with the risk of TSE has been demonstrated by
the applicant.

Data on satisfactory package on development pharmaceutics has been presented. Panadol
Rapid 500 mg film-coated tablets are white to off-white film-coated tablets. They are capsule-
shaped with convex edges and are debossed with a “P” within a circle on one face and a break
line on the other.

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

The finished product specification is adequate. 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
selected and presented. 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: PVC/ALI foil blisters, HDPE bottles
closed with screw PP cap or paper/polyethylene sachets.

All plastic materials in contact with the product comply with the current Ph. Eur. monograph.
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Finished product stability studies have been conducted in accordance with the current
guidelines. Based on their results, a shelf-life of 3 years with storage conditions of “this
medicinal product does not require any special storage conditions” is approved.

The pharmaceutical data in the SPC, PIL and label are acceptable.

I1.4 Discussion of the chemical, pharmaceutical and biological aspects

The product has been shown to meet consistently 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.

10
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III. NON-CLINICAL ASPECTS

No new data are presented in Module 4 (Non-clinical). Therefore, in accordance with Notice
to Applicants Volume 2B “Presentation and format of the dossier; CTD”, CTD-format
Overviews and Summaries are not provided. A Non-Clinical Overview is provided in Module
2 and the content of this is unchanged from the currently approved Expert Report for Panadol
500 mg film-coated tablets, with the exception of the information on excipients.

11
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IV. CLINICAL ASPECTS
IV.1 Introduction

Panadol Rapid 500mg film-coated tablets represent a new formulation, a fast-dissolving
paracetamol tablet which has been developed to have an improved tablet dissolution rate
compared to standard paracetamol tablets.

IV.2 PharmacoKkinetics
1V.2.1 Summary

Results from two pivotal studies (A1900260 and A1900265) comparing the
pharmacokinetics of Paracetamol Rapid 500 mg film-coated tablets with standard
paracetamol tablets after single dose and replicate dose administration were presented in
the submission dossier. The data from the above studies have demonstrated that:

1. Early exposure (rate of absorption) to paracetamol is significantly greater from
Panadol Rapid film-coated tablets compared to standard paracetamol tablets.
Panadol Rapid’s paracetamol can generally be detected in plasma by 10 minutes.

2. Early exposure (rate of absorption) to paracetamol is significantly more consistent
for Panadol Rapid film-coated tablets compared to standard paracetamol tablets.

3. Panadol Rapid film-coated tablets are is bioequivalent to standard paracetamol
tablets.

Additional results from a human scintigraphy study (A1900279) evaluated the rates of
disintegration/dissolution and gastric emptying of Panadol Rapid film-coated tablets
versus standard paracetamol tablets after a single dose of radio-labelled study
medications. The data showed that the onset of disintegration/dissolution of Panadol
Rapid was significantly faster compared to standard paracetamol tablets. The new
formulation started to disintegrate within 5 minutes post dose (75% of subjects) in
contrast to the standard tablets which showed no instances of onset of
disintegration/dissolution within 5 minutes.

1V.2.2 Studies

Pharmacokinetic Study A1900260 was an open, randomized, two-way cross-over
study conducted in 40 healthy volunteers. The volunteers received a single 1 g dose of
Panadol Rapid 500 mg film-coated tablets and of standard paracetamol tablets after an
overnight fast. The primary objective of the study was to compare bioequivalence
(AUCO-t, AUCO0-00 and Cyax) between the two products.

12
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Table 2:
Aedian difference and #50 CT for ATUC, o e and T, ..
Study A1900260 (n=40)

Panadol Tablets{new formula)
VErsns
Standard paracetamol tablets
AE{'L‘-J-’: miiEs
Madizn diffarsocs 1.52
95 1 018 2.91 (p=0.0318)
AUC+ 49 aye
Madian diffarsncs 1.73
555 1 0002, 388 (p=0.0458)
Tul:.l ﬂlf]
Madizn diffarsncs .25
25 1 048, -00E (p=0a006LY
Tahle 1:
Point estimate and #0% CI for AUC and C... Study
ALS00TED (m=40)
Panadel Tablets (new formula)
VErsI:
Standard paracetamal tablefs
AUCy,
Fomt astimate 1412
0% CI 098, 105
AU,
Fomt sstimate 102
e C1 0.0F 1.05
| Cpy
Pomnt estimate 1.12
0% CI 0.00 128

The results proved that median AUC)30 minutes and AUC .60 minutes Were significantly
greater and median Ty Was significantly faster for Panadol Rapid tablets compared to
standard paracetamol tablets. 77% of subjects treated with Panadol Rapid tablets
reached the first detectable level of paracetamol in plasma within 10 minutes, compared
to 58% of subjects treated with standard paracetamol tablets.

Table 3: Cumulative Freguency Distribution for Time to First Detectable Level
(=0.25mcg'ml} of paracetamol in plasma (TLag)

Srody AL900261 (n==£0)

TLag {mm) Pamsdal Tablets{new formuls) | Standard Parscecnme] Tables:
Cumulagve freg by | Comularive freg By
L L bl 2 33
z: 0 38 875 3% s

13
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Pharmacokinetic Study A1900265 was an open, randomized, replicate dose (eight-
way) cross-over study in 76 healthy volunteers. The volunteers received a single 1 g
dose on 4 separate days of either Panadol Rapid tablets or standard paracetamol tablets
two hours after standard meal. For each treatment, blood samples were taken to 10 hours
post-dose after the initial dose and to 4 hours post-dose after the subsequent three doses.

Pharmacokinetic variables were compared after the initial dose of treatment and after
replicate dosing. The primary objectives of the study were to compare treatments for
- 1) early exposure (rate of absorption - AUCO0-30 mins) after both initial and
replicate dosing
- 11) inter (between)-subject variability in absorption (after the initial dose) and
- 1i1) intra (within)-subject variability in absorption (after replicate dosing).

Table 4:
Median difference and 95%% CT for early exposare
pharmacoldnetic variables after inifial dosing, Study
A19M0265 (="T18)
Panadel Tablet:{new formmula)
TEr3ms
Standard paracefamol tablets

-'t-.[:':'b-\.l-llruh:
Medizn difarenca 0.77
g5%s 1 053, 1.01 (p-20.00010)
AUy 0 mins
Mudian differance 257
a5 1 1.79, 3 42 (p=20000007
C o 38 30 mims {megml)
Median difarenca 415
L 276, 539 (p=20.0001)
FI )
Modian differanca 2528
g% L1 18.28, 33.60 (p=20.0001)
PD it s ()
Modian diffuranca 13.53
L 11.16, 26.67 (p=0.00013
Ty, (B
Modian diffuranca -0 38
g% LI -0.59, -0.17 {p=000000

The results proved that AUCy.30 mins, the median value for Panadol Rapid tablets was
very significantly higher versus standard paracetamol tablets after both initial and
replicate dosing.

All other early exposure (rate of absorption) pharmacokinetic variables after initial and
replicate dosing were also very significantly superior versus standard paracetamol
tablets.

In conclusion, both inter (between)-subject and intra (within)-subject variability in early

exposure (rate of absorption) were significantly lower for Panadol Rapid tablets
compared to standard paracetamol tablets.
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Panadol Rapid tablets and standard paracetamol tablets were bioequivalent (AUC and
Crnax)-

Table 5; Cumulative Frequency Distribution for Time to First Detectable Level
(=0 25meg'ml) of Paracetamol in Plasma (TLag)
Part aisingle doze)

Srodv A1900265 (n=T6}
TLaxz {mmin} Pamsdol {new formaula) Srandard Paraceesmal Tablees
Commlative freg By Commlative freg B
i f2 E2 23 30
= 10 76 100 16 LoG

Table &:

Median difference and 95%0 CT for early exposure
pharmacolinetic variables after replicate dozing,
Stady A1900265 (=T5)

Pamadol Tablets
VErIm
Standard paracetamal
tahblets

-iU':I.l-d-'I miian
Madian diffarsncs 0.00
5% 1 081, 1.19 (p<0.0001)
ATTC 6 o s
Madian diffarsocs .66
5% 1 218, 3.20 (p~10.0001)
Cplass 30 30 mins (mog/ml)
Madian diffarsncs 3.88
5% 1 309 4.69 (p=0.0001)
T (hr)
Madian diffarsncs 031
552 1 043, 019 (0. 0001y

Table 7: Cumulafive Frequency Disiribution for Time to First Diefectable Level
(=0 25mee'ml) of Paracetamol in Plasma {TLag)

Part biReplicate dose)
Srndy A1RDDTES (p=TH)
TLag (min) Pansdol Teblees{new formulds) | Sexndard Paracecnmal Tabless
Cumulacve freg Iy | Comuobadive freg B
id &7 29 33 43
= 10 76 Log fl-] 100
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Table 10: Tmax (hr) difference hetween Standard Paracetamol Tahblets and
Panadol (new formula)
Study Median(hr) Median(hr) Difference %
Standard Panadol (hr)
Paracetamol | (new formula)
Tablets
A1900260 0.67 0.3 0.17 25
/ 5
AN 1.5 1.0 0.5 33
Part a
Al900265 .
1.5 1.0 0.5 33
Part b

Scintigraphy Study A1900279 was an open, randomised two-way cross-over study in
24 healthy male volunteers, where single doses of (total 1 g of paracetamol) radio-
labelled treatments (‘''Indium-DTPA) standard paracetamol tablets and Panadol Rapid
were administered two hours after a standard radio-labelled breakfast. The primary
objective of the study was to assess the time of complete disintegration/dissolution of
the tablets. Time to onset of disintegration/dissolution of the tablets and gastric
emptying time (onset, tso and top) were also examined.

The results showed that Panadol Rapid tablets achieved onset of
disintegration/dissolution in 75% of subjects within the first 5 minutes, in contrast to the
standard  Panadol tablets which showed no instances of onset of
disintegration/dissolution within 5 minutes.

IV.3 Pharmacodinamics

No new data were submitted corresponding to the type of the application.
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IV.4 Clinical efficacy

Paracetamol is widely used as an analgesic for relief of symptoms of mild to moderate pain
and reduction of fever. The analgesic effect of paracetamol is indicated for relief of symptoms
of sore throat, headache, muscle pain, migraine, dysmenorrhoea, dental pain and the pain of
osteoarthritis. Paracetamol is also indicated as an antipyretic agent for the reduction of fever.
The applicant provided a detailed review from the published literature of the well established
efficacy of paracetamol in alleviating these symptoms.

IV.5 Clinical safety

The overall safety profile of products containing paracetamol is well established with
extensive safety monitoring conducted on all currently marketed formulations. The applicant
presented a critical analysis of paracetamol safety data, as well as its Post Marketing

Experience with regards to the GSK Safety Database.

In addition, the applicant provided clinical safety data from Panadol Rapid 500 mg film-
coated tablets pharmacokinetic and scintigraphy Studies (see V.2.2).

IV.6 Discussion of the clinical aspects

Both the literature summaries and the pharmacokinetic studies submitted are adequate. There
is no objection against granting the marketing authorization from clinical point of view.
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V. OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT
AND RECOMMENDATION

Panadol Rapid 500mg film-coated tablets represent a new formulation, a fast-dissolving
paracetamol tablet which has been developed to have an improved tablet dissolution rate
compared to standard paracetamol tablets.

The application meets the administrative and scientific requirements. The fast-dissolving
character (in comparison with common paracetamol tablets) has been demonstrated by the
applicant.

The analgesic and antipyretic efficacy of paracetamol has been clearly demonstrated in well

controlled clinical trials. The published literature and post marketing experience with
paracetamol indicates that it is a safe drug when taken in therapeutic doses.

There is no objection against granting the marketing authorization.

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

The pharmacovigilance system as described by the applicant fulfils the requirements and
provides adequate evidence that the applicant has the services of a qualified person
responsible for pharmacovigilance and has the necessary means for the notification of
any adverse reaction suspected of occurring either in the Community or in a third
country.

V.1.3 Risk Management Plan

No Risk Management Plan has been appended to the application according to the
guideline EMEA/CHMP/96268/2005. There is no need for any other special
pharmacological study or risk minimisation activity.

V.1.4. Periodic Safety Update Report (PSUR)

The one year PSUR cycle with the harmonised birthday and Data Lock Point
recommended by the applicant has been accepted.
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V.1.5 Legal status

Non-prescription medicine.

V. 2 Summary of Product Characteristics (SmPC)

The SmPC is acceptable.

V.3 Package Leaflet and user testing

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. 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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VI. UPDATE: STEPS TAKEN AFTER THE INITIAL PROCEDURE WITH AN INFLUENCE ON THE PUBLIC
ASSESSMENT REPORT

This module reflects the procedural steps and scientific information after the finalisation of the initial procedure.

Product infor- | Date of start of | Date of end | Approval or Assessment

Scope Procedure number mation affected | the procedure | of procedure | non approval [ report attached

Type 1I variation, C.I.z for updating the information in
Section 5.1 of the SmPC; update of the Product Informa- OGY1/21544/2012 Yes 14.06.2012 02.08.2012 Approval No
tion according to the newest QRD-template




