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Scientific Discussion
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The Public Assessment Report reflects the scientific conclusion reached by the Health Products Regulatory Authority (HPRA) at
the end of the evaluation process and provides a summary of the grounds for approval of a marketing authorisation for a
specific medicinal product for human use. It is made available by the HPRA for information to the public, after deletion of
commercially sensitive information. The legal basis for its creation and availability is contained in Article 21 of Directive
2001/83/EC, as amended. It is a concise document which highlights the main parts of the documentation submitted by the
applicant and the scientific evaluation carried out by the HPRA leading to the approval of the medicinal product for marketing
in Ireland.

18 February 2022 CRNOOCT3X Page 1 of 17



Health Products Regulatory Authority

CONTENTS

L. INTRODUCTION

[l.  QUALITY ASPECTS

. NON-CLINICAL ASPECTS

IV.  CLINICAL ASPECTS

V. OVERALL CONCLUSION AND BENEFIT-RISK ASSESSMENT
VI. REVISION DATE

[l. UPDATE

18 February 2022 CRNOOCT3X Page 2 of 17



Health Products Regulatory Authority

I. INTRODUCTION

This product was initially authorised under procedure number UK/H/4780/001-002/DC with the UK as RMS. The responsibility
of RMS was transferred to Ireland on 14 January 2019 under procedure number 1E/H/0903/001-002/DC.

Please note the following detail for the product in IE:
Marketing Authorisation Number: PA1186/022/002
Marketing Authorisation Holder: Chefaro Ireland DAC

The current Summary of Product Characteristics (SmPC) for this medicinal product is available on the HPRA website at
www.hpra.ie.

The UK public assessment report published at the time of the initial marketing authorisation is provided herein.

Based on the review of the data on quality, safety and efficacy, the member states considered that the applications for
Ibuprofen 200 mg and 400 mg Film-coated Tablets (PL 16028/0156-0157; UK/H/4780/001-002/DC) could be approved. The
application was submitted via the Decentralised Procedure, with the UK as Reference Member State (RMS), and The Czech
Republic, Germany, Denmark, Finland, Hungary, Ireland, Italy, the Netherlands, Norway, Poland, Sweden and Slovakia as
Concemed Member States (CMS).

These products can be obtained without a prescription at a pharmacy (legal classification P).

These applications were made under the Decentralised Procedure (DCP), according to Alticle 10(1) of Directive 2001/83/EC, as
amended, claiming to be a generic medicinal product of Brufen 200 mg and 400 mg tablets (Abbott Scandinavia AB), which
were granted marketing authorisations in Sweden on 14 March 1975.

Ibuprofen 200 mg and 400 mg Film-coated Tablets are indicated for short-term symptomatic treatment of mild to moderate
pain, such as headache, dysmenonhea (period pain), dental pain, and fever and pain in the common cold. These products
contain the active substance ibuprofen. Ibuprofen is a non-steroidal anti-inflammatmy drug (NSAID) with analgesic,
anti-inflammatmy and anti-pyretic properties.

No non-clinical studies were conducted, which is acceptable given that these applications were based on being a generic
medicinal product of an originator product that has been licensed for over 10 years.

With the exception of the bioequivalence studies, no new clinical studies were conducted, which is acceptable given that the
applications were based on being a generic medicinal product of an originator product that has been licensed for over 10
years.

Bioequivalence studies were perfmmed, which compared the pha macokinetics of the test products Ibuprofen200 mg a11d 400
mg Film-coated Tablets to those of the reference products Brufen200 mg and 400 mg tablets (Abbott Scandinavia AB). The

bioequivalence studies were canied out in accordance with Good Clinical Practice (GCP).

The RMS has been assumed that acceptable standards of Good Manufacturing Practice are in place for this product type at all
sites responsible for the manufacture, assembly and batch release of these products.

The RMS and CMS considered that the applications could be approved at the end of procedme on 10 September 2013. After a
subsequent national phase, marketing authorisations were granted in the UK on 10 October 2013.

Il. QUALITY ASPECTS
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The mulk used m the production of lactose monohydrate is sourced from healthy animals under the same
conditions as that for human consumption.

Pharmaceutical Development
The objective of the development programme was to formulate globally acceptable, stable and
bioequivalent products that could be considered generic medicmal products of the currently licensed

products, Brufen 200 mg and 400 mg tablets (Abbott Scandinavia AB).

A satistactory account of the pharmaceutical development has been provided.

Manufacturing Process
Satistactory batch formmulae have been provided for the manufacture of the products, along with an

appropriate account of the manufacturing process. Suitable in-process controls are in place to ensure the
quality of the finished product,

Process validatton has been carried out on three commercial-scale batches of each strength of finished
product. The results are satisfactory.

Finished Product Specification

The fnished product specifications proposed are acceptable. Test methods have been described that
have been adequately validated. Batch data have been provided that comply with the release
spectfications. Certificates of Analysis have been provided for all working standards used

Container-Closure System
The fmished produet 1s packaged n ahummmm/polyvinylchloride (PVC) blister packs. Blisters are
packaged m an outer cardboard carton m pack sizes of 6, 8, 10, 12, 16,20, 24, 30, 48, 50,96 and 100

fables.

18 February 2022 CRNOOCT3X Page 6 of 17



Health Products Regulatory Authority

Summary of Product Characteristics (SmPC), Patient Information Lealet (PIL) and Labels
The SmPCs, PILs and text verstons of the labels are acceptable from a pharmaceutical perspective,

The results of consultations wath target pattent groups (‘user testing’), 1n accordance with Article 39 of

Council Directive 2001/83/EC (as amended) for the package leaflet for Touprofen 200mg sugar-coated
tablets (PL 16028/0013; Galpharm Healthcare Limited) was provided. The results mdicate that the
package leaflet 15 well-structured and organised, easy to understand and written i a comprehensive
manner. The test shows tht the patients/users are able to act upon the mformation that it contains. As
the PILs for Tbuprofen 200 mg and 400 mg Film-coated Tablets are consistent with the approved PIL for
Tbuprofen 200mg sugar-coated tablets (PL 16028/0013) m their content and layout, additional
readabilty testing 15 not deemed necessary

Marketing Authorisation Application (MAA) form

The MAA forms are safisfactory from a pharmaceutical perspective.

Quality Overall Summary (Expert report)
The pharmaceutical expert report has been written by an appropriately qualified person

summary of the pharmaceutical dosster.

Conclusion
The grant of Marketing Authorisations 15 recommended.

11l. NON-CLINICAL ASPECTS
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[M.2 NON-CLINICAL ASPECTS
As the pharmacodynamic, pharmacokinetic and toxicological properties of tbuprofen are well-known,
10 further non-clinical studies are required and none have been provided.

The applicant’s non-clinical expert report has been written by an appropriately qualified person and 1s
satisfactory, providing an appropriate review of the product’s pharmacology and toxicology.

Suitable ustification has been provided for the non-submisston of an environmental risk assessment. As
this product 13 intended for generic substrtution with products that are currently markefed, no merease i

environmental burden 1s expected.

There are no obyections to the approval of this product from a non-clmical viewpomt,

IV. CLINICAL ASPECTS
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Pharmacokinefics
In support of his application, the Marketing Authorisation Holder has submitted the following
bioequvalence studies

Study | - ouprofen 200 mo and 400 mg Sugar-Coated Tablets

As part of work fo registe the cuenfly authorised sugar-coated formulations of the products (PL
16028/0028 and P1 16028/0040) in Poland, a bioequvalence study was conducted to compare the
pharmacokinetics of these productsto those of the Polsh reference product,as follows:

Abalanced, open-label, randomised, thre-treatment, six-sequence, three-period, sigle dose,
three way crossover study comparing the pharmacokinefics of the test products Ibuprofen 400 mg
Sugar-Coated Tablets (PL 16028/0040; Galpharm Healthcare Limited) and Ibuprofen 200 mg
Sugar-Coated Tablets (PL 16028/0028; Galpharm Healthcare Limited) to those of the reference
product Nuroten 200 mg Sugar-coated Tablets (Reckitt Benckiser Healthcare Sp.2.0.0, Poland) in
healthy adult human subjects, under fasting conditions

Volunteers were given each treatment (1 x 400 mg tablet or 2 x 200 mg tablets) after an overnight fast of
atleast 10 hours. Blood samples were colected for the measurement of pharmacokinefic parameers pre-

dose and up to 12 hours post dose. Each regimen was separated by a washout pertod of § s,

A summary of the man phamacokmetie esults 15 presented m the table below:
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Pharmacokinetic Geomelric mean IR %% Confidence
Parameters Test Reference (R Interval
N A A - -
Com (jg/ml) 3% U §.77 83.89- 9,06
| AUG, (hrag/m) 121.% 12041 10126 | 9746-10521

Geometric mean, %T/R and %0% confidence intervals of In-ransformed pharmacokinetic
| parameters of Test (T2) and Reference formalation of Ibuprofen are summarized below:

Pharmacokinetic Geometric mean IR %0% Confidence
| Paramelens Test(12) | Reference (R) Inerval
N /4] A

Can 1gfn) U NU | 1069 | B%-149
AUG(hepgl) | 12009 | 1040 | 1042 | %45- 1M

(%) T/R is tatio of TestGeoLSM/ RefGeolSM.

Conpared with the reference product, the 90 % confidence ttervals for the test products are within
80.00-125.00 % for Cmax and AUC. It was conchuded that tbuprofen 400 mg and 200 mg Sugar-coated
Tablets are, therefore, bioequivalent with Nurofen 200 mg Sugar-coated Tablets
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The applicant requested a biowatver to extrapolate the results of this bioequrvalence study for sugar-
coated tables tothe current applications for film-coated tablets. In upport of this biowaiver request
comparative dissolution shudies to demonstrate thatthe Sugar-coated and film-coated products disolve
at sl raes were provided. However, a the issolution studies did not adequately demonstrate
equivalence between the sugar-coated and film-coated formulations for both strengths of product at each
pH tested, the applicant was requested fo submt further formal comparafive bioequivalence studies
between film-coated formulations oftest and reference product. The following studies were, therefore,
submted:

Study 2 - Tbuprofen 200 mg Film-coated Tablefs

A randomised, open-label, two-treatment, two-period, two-sequence, single dose, crossover,
bioequivalence study comparing the pharmacokinefics of the test product Ibuprofen 200 mg
Film-coated Tablets to those of the reference product Brufen 200 mg fi-coated tablets (Abbott

Scandanavia AB) in healthy adult human subjects, under fasting conditions.
Volunteers wete g1ven each treatment (a single dose of two 200 mg fablets) ater an overnight fast of a
least 10 hours. Blood samples were collected for the measuremen of pharmacokinetie parameters pre-

dose and up to 12 hours post dose. Each regimen was separated by a washout pertod of 4 days,

A summery of the main pharmacokumefic results 15 presented n the table below:
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Geometric least square mean (GeoLSM), %T/R and %0% confidence interval of In-

transformed pharmacokinetic parameters of Test (T) and Reference (R) product for ibuprofen
are summarised below:

. 90%
Pharmacokinetic | TestGeoLSM | RefGeoLSM .
Parameters (T) R) TR( C(;gf;g::]ce
N N pAi

Corax (pg/ml) 343642 35,0285 %810 88.62-108 .60

AUCy. (hr.ug/ml) | 1116666 114 %46 97.13 94379997
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Compared with the reference product, the 90 % confidence tnfervals for the test product are within
80.00-125.00 % for Cyegand AUC. Iouprofen 200 mg Film-coated Tablets are, therefore, considered
bioequivalent with Brufen 200 mg tablets.

Study 2 - Touprofen 400 mg Film-coated Tablets

A randomised, open-label, two-treatment, two-period, two-sequence, single dose, crossover,
bioequivalence study comparing the pharmacokinetics of the test product Ibuprofen 400 mg Film-
coated Tablets fo those of the reference product Brufen 400 mg film-coated tablets (Abbott
Scandanavia AB) in healthy adult human subjects, under fasting conditions.

Volunteers were grven each treatment (a sigle dose of one 400 mg tablet) after an overnight fast of
least 10 hours. Blood samples were collected for the measurement of pharmacokimetic parameters pre-

dose and up to 12 hours post dose. Each regimen was separated by a washout period of 4 days.

A summary of the main pharmacokmetic results 15 presented i the table below:
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Treatment AUC, (e b Tiy
sl il b b
Test 109.79 2999 150 210

Reference 107.01 30.55 15 20

*Ratio (0% CT) | 10260 9.0
(99.67-105.62) | (O194-10487)

AUC,  area under th plasmma concenfration-time curve from time zero o infnity
AUC,  area under the plasma concentraion-{ime curve from time zero to thours
Car  Maximum plasma concentration

Ta  fime for maximum concentration (median)

Ty bl
*In-ramsformed vales

Compared with the reference product,the %0 % confidence mfervals for the test product are withm
80.00-125.00 % for Cyegand AUC. Touprofen 400 mg Film-coated Tablets are, therefore, considered
bioequivalent with Brufen 400 mg tablets

Efficacy
No new data on efficacy have been submutted and none are required for thus type of application
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Salety

With the exception of the data submitted during the bioequivalence studies, no new safefy data were
submitted and none were required. No new or unexpected safety 1ssues wee ratsed by the
bioequivalence data,

SmPC, PIL and Labels
The SmPCs, PILs and text versions of the abels are acceptable from a clnical perspective.

Pharmacovigilance System and Risk Management Plan

The Pharmacoviglance 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 nofificatton of any adverse reaction sispected
of occurring exther 1 the Community or n a tird counfy.

Suitable ustification has been provided for not submitting a risk management plan for these products

Clinical Expert Report
The clnical expert report has been written by an appropriately qualified physician and 1s a suitable
summary of the clinical aspects of the dosster

Conclusion
The grant of Marketing Authorisations 15 reconmmended.

V. OVERALL CONCLUSIONS
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QUALITY

The mportant quality charactersstics of Touprofen 200 mg and 400 mg Film-coated Tablefs are
well-defined and controlled. The specifications and batch analytical results mdicate conststency from
batch to batch. There are no outstanding quality 1ssues that would have a negative mpact on the
benefit-risk balance.

NON-CLINICAL
No new non-clinical data were submutted and none are required for an application of this type.

CLINICAL
Bioequivalence has been demonstrated between the applicant’s products and the reference products.

No new or unexpected safety concerns arose from these applicattons.

The SmPCs, PILs and text verstons of labelling are satistactory and consistent with those for the
teference product

BENEFIT-RISK ASSESSMENT

The quality of the products 1s acceptable, and no new non-clinical or clnical safety concens have been
identified. Bioequivalence has been demonstrated between the applicant’s products and the reference
products. Extenstve clinical expertence with tbuprofen s constdered to have demonstrated the
therapeutic value of the compound. The benefit-risk assessment 1, therefore, considered to be postive.

V1. REVISION DATE

18 February 2022

VII. UPDATES
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This section reflects the significant changes following finalisation of the initial procedure.

PRODUCT
DATE OF START OF DATE OF END OF
SCOPE PROCEDURE NUMBER | INFORMATION
AFFECTED PROCEDURE PROCEDURE
From UK/H/4780/001-
RMS transfer 002/DC to
IE/H/903/001-002/DC
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