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This module reflects the scientific discussion for the approval of Oroflurb/Flurbiprofen STADA The procedure was finalised on 09 August 2023.  For information on changes after this date please refer to the module ‘Update’.

I. Introduction

Based on the review of the quality, safety and efficacy data, the Member States have granted a marketing authorisation for Oroflurb/Flurbiprofen STADA oromucosal spray, solution; 8.75 mg/dose from STADA Arzneimittel AG, Germany. 
The product is indicated for the short-term symptomatic relief of acute sore throat in adults.
A comprehensive description of the indications and posology is given in the SmPC.
The marketing authorisation has been granted pursuant to Article 10(3) of Directive 2001/83/EC.
II. Quality aspects

II.1 Introduction

Oroflurb/Flurbiprofen STADA is an oromucosal spray, solution with mint and cherry flavour presented in a HDPE bottle of 20 mL (contains 15 mL of medicinal product). 
Excipients used in the drug product are as follows: 

Betadex (E459)

Hydroxypropylbetadex 

Disodium phosphate dodecahydrate

Citric acid (E330)

Sodium hydroxide

Saccharin sodium (E954)

Purified water

Cherry flavour 
Mint flavour 
II.2 Drug Substance

Flurbiprofen

Chemical name: (2RS)-2-(2-Fluoro[1,1′-biphenyl]-4-yl)propanoic acid.
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Appearance: white or almost white, crystalline powder

Solubility: practically insoluble in water, freely soluble in ethanol (96 per cent) and in methylene chloride. It dissolves in dilute solutions of alkali hydroxides and carbonates.

Chirality: stereo enantiomer is possible - flurbiprofen molecule contain one asymmetric carbon atom. The Ph. Eur. mentions racemic form (2RS)-2- (2-fluorobiphenyl-4-yl) propanoic acid (most stable form).
Manufacturing: Information on the manufacturing process and process controls has been supplied to, and approved by, the European Directorate for the Quality of Medicines (EDQM).
Specifications: The specifications of flurbiprofen are in line with the active pharmaceutical ingredient (API) monograph no. 1519 published under Ph. Eur.
Stability: The re-test period of the drug substance is presented in the CEP. Re-test period is 5 years if stored in double polythene bags, placed in a polyethylene drum.

II.3 Medicinal Product

Pharmaceutical development: Various pre-formulation studies were performed. Different proportions of components were used resulting in different approaches to the formulation, until a final formulation was found. Several galenical trials were conducted using chosen excipients to develop composition of the drug product with satisfactory physical and chemical parameters, overall mouth feel and with organoleptic characteristic matched with the reference product.

Manufacturing: The description of the manufacturing process consists of following steps: 
1. Addition of sodium phosphate to water (85 % of the total amount)

2. Addition of hydroxypropylbetadex and betadex 
3. Addition of sodium hydroxide

4. Addition of flurbiprofen

5. Addition of sodium saccharin

6. Addition of mint and cherry flavour

7. Addition of left water

8. Filter

9. Filling
Product specification: The proposed specification for the finished product is in line with ICH Q6A. The finished product release and shelf life specifications include appropriate tests and limits for appearance (in house), Identification of flurbiprofen (HPLC, UV – in house), pH (Ph. Eur 2.2.3), Uniformity of dosage units (Ph. Eur 2.9.40), Uniformity of mass (Ph. Eur 2.9.27), assay flurbiprofen (HPLC – in house), impurities (in house), microbiological quality (Ph. Eur 2.6.12 and Ph. Eur 2.6.13).
Stability: Stability data were provided for three batches under long-term, intermediate and accelerated conditions which were packed in the proposed primary packaging. The following stability data: 6 months accelerated, 12 months intermediate and long-term data was submitted. The proposed shelf life of 24 months was accepted. According to the SmPC, the proposed shelf-life after first opening is 1 month, which is in line with the provided in-use stability results.  
II.4 Discussion on chemical, pharmaceutical and biological aspects

From a quality point of view the dossier was adequately presented.
III. Non-clinical aspects

III.1 Introduction

Pharmacodynamic, pharmacokinetic and toxicological properties of flurbiprofen are well known. As flurbiprofen is a widely used, well-known active substance, the applicant has not provided additional studies and further studies were not required. Overview was based on literature review which was considered appropriate.

The non-clinical overview included reports referring to 107 publications up to year 2018 (search done up to January 2022).
The non-clinical overview on the pre-clinical pharmacology, pharmacokinetics and toxicology was adequate.
III.2 Ecotoxicity/environmental risk assessment (ERA)

To justify no need for ERA, the applicant submitted consumption data that suggested no increase in consumption in the involved member states over the years 2018-2021.
However, SmPC was updated in a way that flurbiprofen has the potential to pose a risk to aquatic environment because conducted literature search indicated such a risk.
III.3 Discussion on the non-clinical aspects

Sufficient references to published non-clinical data were provided for this hybrid application, which was considered adequate.

IV. Clinical aspects

IV.1 Introduction

To support the application, applicant submitted clinical overview referring to 78 publications up to year 2018 (search done up to January 2022).
No clinical study has been submitted. As this product is a locally acting product, the applicant claimed that bioavailability studies could not be used to demonstrate bioequivalence, therefore the legal basis chosen in compliance with Article 10(3) of Directive 2001/83/EC was hybrid. Instead, the applicant proposed to waive clinical study on the basis of essential similarity of the reference and tested product from the quality point of view.
The applicant decided to follow draft of US guideline “Bioavailability and Bioequivalence Studies for Nasal Aerosols and Nasal Sprays for Local Action” (https://www.fda.gov/media/70867/download) claiming that there are no EU recommendations available. The results of in vitro experiments showed comparability with reference product in terms of single actuation content, droplet size distribution, spray pattern and plume geometry. Amount of drug in small particles was outside of BE CI, however, the draft guidance considers this as acceptable as it was lower than for reference product which suggests lower delivery into airways which supports better safety. The results altogether showed absence of clinically relevant differences between test and reference product.
The claim of the applicant that there are no EU guidelines was not agreed as guidance can be found in equivalence studies for the demonstration of therapeutic equivalence for locally applied, locally acting products in the gastrointestinal tract (https://www.ema.europa.eu/en/equivalence-studies-demonstration-therapeutic-equivalence-locally-applied-locally-acting-products). In the chapter 4.3.1, recommendations for products acting locally in the mouth and/or throat state that if product is a solution what the case of both test and reference product is, clinical studies can be waived if excipients are sufficiently similar. Specifically, the guidance states:
…excipient composition should be critically reviewed since excipients may affect local residence time (e.g. palatability, surface tension, viscosity, etc.), in vivo solubility (e.g. co-solvents) or in vivo stability of the active substance. If there are differences in excipients, an equivalence study should be conducted, unless the differences in the qualitative and/or quantitative composition of these excipients can be adequately justified by reference to other data and taking into account of Appendix II of the ’Guideline on the investigation of bioequivalence (CPMP/EWP/QWP/1401/98 Rev. 1/ Corr **)’.
The applicant provided a requested discussion of excipients on D106 of the DCP. It was considered that excipients except preservatives were qualitatively similar, and that the applicant conducted number of in vitro tests which showed similarity of test and reference products in terms of single actuation content, droplet size distribution, spray pattern and plume geometry.
Considering that the formulations contain flavouring, no local residence time issues were expected. This was same for viscosity and surface tension as physical properties were shown to be similar with the reference product. Also, identical dissolution enhancers were used.
To conclude, no clinically relevant impact was expected.  
IV.2 Risk Management Plan

The MAH has submitted a risk management plan, in accordance with the requirements of Directive 2001/83/EC as amended, describing the pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks relating to Oroflurb/Flurbiprofen STADA.
- Summary table of safety concerns as approved in RMP
	Important identified risks
	None

	Important potential risks
	None

	Missing information
	None


IV.3 Discussion on the clinical aspects
Submitted clinical dossier was of sufficient quality. Submitted data supported the chosen legal basis “hybrid application” for locally acting medicinal products.
V. 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.  The language used for the purpose of user testing the PL was English. 

The results showed that the package leaflet met 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.
VI. Overall conclusion, benefit/risk assessment and recommendation

These were the applications for a marketing authorisation of a medicinal product for human use as it is defined in Article 10(3) (hybrid application) of the European Directive 2001/83/EC as amended. Decentralised procedures according to Article 28(3) of Directive 2001/83/EC as amended with Slovak Republic acting as RMS. The Applicant Naiax Pharma S.L. has submitted these MAAs under procedural numbers SK/H/0294/001/DC and SK/H/0311/001/DC (i.e. duplicate DCPs); 
CMSs were:
SK/H/0294/001/DC: Austria, Bulgaria, Germany, Hungary, Portugal and Romania
SK/H/0311/001/DC: Germany
As a reference medicinal product for proving the proof of data exclusivity expiry Strepfen Citroen & Honing 8.75 mg, zuigtabletten (NL/H/4456, lozenges) from Reckitt Benckiser Healthcare B.V. was chosen. For the reference medicinal product authorised in the RMS and CMSs product authorised under procedural No. NL/H/4455 (former UK/H/5072) from Reckitt Benckiser under several brand names (Strepfen/Strefen/Dobendan/Strepsils, spray) belonging to the same GMA as lozenges do was chosen.
To support the application, applicant submitted clinical overview referring to 78 bibliographical publications up to year 2018.
No clinical study has been submitted. As this product (oromucosal sray solution) is a locally acting product, the applicant claimed that bioavailability studies could not be used to demonstrate bioequivalence, therefore the legal basis chosen in compliance with Article 10(3) of Directive 2001/83/EC was hybrid. Instead, the applicant proposed to waive clinical study on the basis of essential similarity of the reference and tested product from the quality point of view, which was considered as sufficient.
Quality aspects of the dossier were adequately described; specifications of API flurbiprofen were in line with monograph no. 1519 published under Ph. Eur and that of finished medicinal product were in line with ICH Q6A, where relevant and Ph. Eur. Monograph no. 1807 Oromucosal preparations. 
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