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This module reflects the scientific discussion for the approval of Benzydamin/cetylpyridinium
chlorid KRKA d.d. 3 mg + 1 mg lozenges. The procedure was finalised on 17.5.2021.

I.

INTRODUCTION

Based on the review of the quality, safety and efficacy data, the Member States have granted a
marketing authorisation for Benzydamin/cetylpyridinium chlorid KRKA d.d. 3 mg + 1 mg
lozenges, from Krka d.d., Novo mesto, Slovenia.
The product is indicated “in adults, adolescents and children over 6 years of age for local short-

term anti-inflammatory, analgesic and antiseptic treatment of irritations in the throat, mouth and
gums.”

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.
The concerned member states involved in the procedure were in DK, ES and IS. The MAA
has been withdrawn in SE and NO.
The originator and reference product is GOLA ACTION 3 mg + 1 mg buccal tablet,
IODOSAN S.p.A. - Via Zambeletti s.n.c. – Baranzate, Italy, authorised on November 10th,
1999 in Italy (033501014) (ERP).
Submission according to Article 10(3) of Directive 2001/83/EC is due to the fact that
bioequivalence of generic product and the reference medicinal product cannot be
demonstrated through bioavailability studies and concurrently due to the different
pharmaceutical form and excipient composition of generic and reference product and also due
to change in therapeutic indications. To support the application, the applicant has submitted
data from two therapeutic equivalence studies.
Other medicinal products containing benzydamini/cetylpyridinii chloridum, by Krka d.d,
Novo Mesto, have already been authorized in the Czech Republic (as RMS) and CMSs:
- The MAs for the same products (lemon and honey flavour) were approved in the
procedures CZ/H/507/002/DC (EoP 8/2017; CMSs: BG, EE, FI, HR, HU, IT, LT, LV,
PL, PT, RO, SI and SK) and CZ/H/667/002/DC (EoP 10/2018; CMSs: DE, IE).
- Also other products were authorized in these procedures (CZ/H/667/001+003 with
CMSs DE, IE and CZ/H/507/001+003 with CMSs BG, HR, EE, FI, HU, IT, LT, LV,
PL, PT, RO, SK, SI) which differ in the excipients used (different flavours).
The product contains two active substances benzydamine hydrochloride and cetylpyridinium
chloride. These active substances are considered well-known.
Benzydamine is primary anti-inflammatory acting substance having also bactericidal activity
which may contribute to proper management inflammatory and edematous conditions,
particularly those involving microbial activities. Benzydamine is extensively used in clinical
practice for the topical treatment of inflammatory conditions in the mouth and oral region.
The efficacy of benzydamine is mainly manifested against local mechanisms in the
inflammatory focus. Benzydamine also inhibits the vasodilation and increased vascular
permeability induced by histamine and may thus exert some anti-inflammatory activities by
decreasing the vascular changes that may occur during inflammation.
In addition to its anti-inflammatory effects benzydamine has also analgesic and local
anesthetic effects.
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Cetylpyridinium chloride is a broad-spectrum antimicrobial agent used for disinfection,
antisepsis and as a preservative in pharmaceutical products. Cetylpyridinium chloride is an
antiseptic of the group of quaternary ammonium compounds. It acts as a cationic detergent.
Quaternary ammonium compounds bind themselves to the surface of a bacterial cell and
increase permeability of the cytoplasmic membrane. This results in the escape of metabolites
and enzymes from the cell and disruption of the cell function. They also influence the
metabolism of bacteria by inhibiting some enzymes (lactate dehydrogenase,
glycosyltransferase) that are involved in the metabolism of glucose and lactose.
The RMS was assured that acceptable standards of GMP are in place for these product types
at all sites responsible for the manufacture and assembly of this product.
No formal scientific advice was given by EMA nor by Member States for this medicinal
product.

II.
II.1

QUALITY ASPECTS
Introduction

Benzydamin/cetylpyridinium chlorid KRKA d.d. 3 mg + 1 mg lozenges are round lozenges
with bevelled edges and rough surface from light yellow to yellow colour. Some small
scratches could be present. Lozenge diameter: 18.0 mm – 19.0 mm, thickness: 7.0 mm – 8.0
mm.
The lozenges contain 3 mg benzydamine hydrochloride and 1 mg cetylpyridinium chloride.
The excipients are: Peppermint oil, Levomenthol, Sucralose (E 955), Citric acid, anhydrous
(E 330), Isomalt (Type M) (E 953), Flavour lemon, Flavour honey, Colour curcumine
(E 100), Ethanol, Anhydrous, Purified Water, Trennwax, Talc, Light liquid, Paraffin.
II.2
Drug Substance
The product contains two active substances: benzydamine hydrochloride and cetylpyridinium
chloride.
Benzydamine hydrochloride

Active substance benzydamine hydrochloride is not mentioned in European Pharmacopoeia,
however it is described in monograph of B.P. The documentation on the active substance has
been presented in form of ASMF by benzydamine hydrochloride manufacturer.
The general information given for the active substance comprises nomenclature, structure and
general properties including polymorphism and chirality. Benzydamine hydrochloride
exhibits polymorphism. Based on X-ray diffraction studies, it is concluded that the
manufacturing process followed by benzydamine hydrochloride manufacturer consistently
produces one form. Substance is white crystalline powder, very soluble in water.
Manufacture is described in Restricted parts ASMF in detail. The manufacturer produces
benzydamine hydrochloride in three stages. Appropriate description of process and in-process
controls has been presented.
A detailed discussion of impurities and residual solvents has been presented. A discussion on
possible genotoxic impurities has been included.
Active substance specification has been accepted; methods used have been appropriately
described and validated with exception of some simple methods. Batch analysis results have
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been provided. All results were within the limits of the specification. The reference standards
have been adequately described and characterised.
For the primary packaging materials specifications (including identification by IR), method
description and certificates of analysis have been provided. The material complies with
directive 2002/72/EC (incl. amendments).
Stability tests have been performed according to corresponding ICH/CHMP guidelines.
Cetylpyridinium chloride
Active substance cetylpyridinium chloride is described in European Pharmacopoeia. The drug
substance manufacturer holds a certificate of suitability. A copy of this certificate has been
presented.
The general information given for the active substance comprises nomenclature, structure and
general properties. Substance is white or almost white powder, soluble in water and in
alcohol.
Active substance specification has been accepted; methods used have been appropriately
described. Batch analysis results have been provided. All results were within the limits of the
specification. The reference standards have been adequately described and characterised.
Re-test period of the cetylpyridinium chloride is 5 years if stored in sealed PE bags and placed
inside fibreboard containers.
II.3

Medicinal Product

The pharmaceutical dosage form of the product is lozenge; to be marketed in
PVC/PE/PVDC//Al blister. All the excipients used in Benzydamin/cetylpyridinium chlorid
KRKA d.d. 3 mg + 1 mg lozenges, are well known and reliable substances. They are
described within the European pharmacopoeia except colour curcumine and trennwax.
The product release and shelf-life specifications cover appropriate parameters for this dosage
form. Satisfactory validations of the analytical methods have been presented. Batch analysis
data have been presented for the batches used in the process validation studies showing
compliance with the proposed specifications. The used reference standards were described.
Summary of a risk assessment on elemental impurities according to guideline ICH Q3D
(EMA/CHMP/ICH/353369/2013) has been provided. The risk evaluation of the presence of
nitrosamine impurities in the finished product was presented. Applicant confirmed by analysis
that no nitrosamine impurities are formed.
The suppliers confirmed that the packaging materials comply with the EU and Ph. Eur.
requirements.
Stability data for three batches are carried out under long term, intermediate and accelerated
conditions. The shelf-life of 3 years for Benzydamin/cetylpyridinium chlorid KRKA d.d. 3
mg + 1 mg lozenges when stored in PVC/PE/PVDC//Al blister has been accepted.
II.4

Discussion on chemical, pharmaceutical and biological aspects

Based on the submitted dossier and appropriate supplements provided during the procedure,
the member states considered that Benzydamin/cetylpyridinium chlorid KRKA d.d. 3 mg + 1
mg lozenges, have a proven chemical-pharmaceutical quality. Sufficient controls have been
done for the active substances and finished products.
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III.
III.1

NON-CLINICAL ASPECTS
Introduction

Pharmacodynamic, pharmacokinetic and toxicological properties of benzydamine
hydrochloride and cetylpyridinium chloride are well known. As the active substances are
widely used, well-known active substances, the applicant has not provided additional studies
and further studies were not required. Overview based on literature review was, thus,
appropriate.
III.2

Ecotoxicity/environmental risk assessment (ERA)

The consumption data reported for the years 2016-2019 demonstrated that the market
authorization of the proposed hybrid product is unlikely to lead to increased exposure in the
future.
No additional data was therefore required. Justification for not submitting full ERA was
accepted.

IV.
IV.1

CLINICAL ASPECTS
Introduction

The clinical overview on the clinical pharmacology and efficacy was adequate.
The submitted literature references included in the overview were considered appropriate and
relevant for the proposed indications.
To support the application, the applicant has also submitted data from therapeutic equivalence
studies which were aimed to demonstrate the therapeutic equivalence between the test and the
reference formulation of fixed combination of cetylpyridinium chloride 1,0 mg/benzydamine
hydrochloride 3mg in subjects with sore throat associated with upper respiratory tract
infections.
Due to inadequate systemic absorption of both active substances and nature of generic product
(intended for local acting), no bioequivalence study has been performed and none was
deemed relevant. Demonstration of equivalence based on results from therapeutic studies was
considered adequate.
IV.2

Pharmacokinetics

Benzydamine hydrochloride
Although benzydamine is well absorbed following oral administration with a mean systemic
bioavailability of 87 %, absorption after topical administration is low. Benzydamine is
generally not well absorbed through the skin and non-specialized mucosae. Benzydamine is
metabolized primarily by oxidation, conjugation and dealkylation. The reported major urinary
metabolites are N-oxide and a glucoronic acid conjugate of 5-hydroxybenzydamine.
Cetylpyridinium chloride
Similar to other quaternary ammonium compounds, cetylpyridinium is poorly absorbed,
orogastrointestinal absorption of cetylpyridinium chloride is between about 3% and 15%. Due
to poor absorption, the metabolism is minimal. Unabsorbed substance is excreted into the
faeces.
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IV.3

Pharmacodynamics

Benzydamine hydrochloride
Benzydamine hydrochloride is a topical nonsteroidal anti-inflammatory drug (NSAID) with
anti-inflammatory, analgesic, antipyretic and local anesthetic activity. Benzydamine tends to
concentrate in inflamed tissues. The anti-inflammatory activity of benzydamine has been
related to its capacity to inhibit the production of pro-inflammatory cytokines (TNFα, IL-1β),
without significantly affecting other inflammatory (IL-6, IL-8) and anti-inflammatory (IL-10,
IL-1ra) cytokines. Benzydamine inhibits platelet aggregation, thrombus formation, and the
degranulation of human polymorphonuclear leukocytes, which are important factors in
inflammatory processes.
Cetylpyridinium chloride
Cetylpyridinium chloride is a quaternary pyridinium antiseptic. It acts as a cationic detergent
and it is used as a broad-spectrum antimicrobial agent for desinfection and antisepsis. The
cationic molecule is attracted to the negatively-charged bacterial cell and absorbed by the cell
membrane, which appears to be the principal site of activity. This can lead to the leakage of
metabolites and coenzymes and disturbance in the balance of metabolite concentration within
the cell. At lower concentrations, cetylpyridinium acts as a bacteriostatic, and at higher
concentrations it is bactericidal.
IV.4
Clinical efficacy
To support the application, the applicant has submitted data from two therapeutic equivalence
studies (pilot study KKL022010 and pivotal study KKL072012) which were aimed to
demonstrate the therapeutic equivalence between the test (SEPTOLETE TOTAL 3 mg/ 1 mg
lozenges and the reference formulations (GOLA ACTION 3 mg + 1 mg buccal tablets) of
fixed combination of cetylpyridinium chloride 1.0 mg/benzydamine hydrochloride 3 mg in
subjects with sore throat associated with upper respiratory tract infections. The similarity was
demonstrated between the medicinal product used in the clinical studies and the to-be
marketed products.
Study KKL022010:
This was a randomized, partially blind, placebo-controlled parallel study. This study was
designed principally to demonstrate superiority of both the test investigational medicinal
product (TIMP) and the reference investigational medicinal product (RIMP) over placebo. A
single dose of investigational medicinal product was applied, and clinical assessment was
conducted within 3 hours after the drug administration in a total of 60 subjects (20 subjects
received RIMP, 20 subjects received TIMP and 20 subjects received placebo).
Results:
The study demonstrated statistically significant superiority of both TIMP and RIMP over the
placebo treatment in primary efficacy endpoint - total pain relief (TOTPAR3-180min) over 3
hours after the administration of the study medication. The differences between placebo and
both active treatments were also statistically significant in secondary endpoints such as
percent of maximal total pain relief (%max TOTPAR 3-180min), percent of responders (%
RESP) and sore throat pain intensity differences (STPID 3-180min). In some secondary
endpoints which are related to symptoms such as difficulty of swallowing, there was a trend
towards better effect of active treatments, but it did not reach statistical significance. The
superiority of active treatments (RIMP, TIMP) over the placebo in endpoints related to sore
throat pain was demonstrated.
The pilot therapeutic equivalence study KKL022010 was performed to identify behaviour of
the selected efficacy endpoints.
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Study KKL072012:
This was a randomized, partially blinded, parallel, placebo-controlled, multicentre,
international, comparative (active reference drug) study in patients with sore throat, related to
upper respiratory tract infections. The study treatment was planned to last for 4 or 7 days
(depends on the disease recovery) with 2 or 3 control visits. The study was carried out at 10
study centres in Russian federation and in one study centre in Slovenia between 18.11.2013
and 27.2.2014. Altogether, results from 291 subjects were used for statistical analysis.
Results
The primary efficacy endpoint was Sore Throat Pain intensity difference - STPID1h at
predetermined time of one hour after the IMP application with respect to the baseline pre-IMP
application value.
The estimated marginal means after the adjustment for fixed factors and the covariate were
15.5 mm, 35.3 mm and 38.4 mm for Placebo, RIMP and TIMP, respectively for the PP
population. Thus, the statistically significant difference in STPID1h was demonstrated
between TIMP and placebo (p < 0.0001) in favour of TIMP and between RIMP and placebo
(p < 0.0001) in favour of RIMP. The mean difference between TIMP and RIMP was 3.0 mm.
The corresponding 95% CI was -2.1 to 8.2 mm and was entirely inside the pre-defined
equivalence margins.
The results were similar in the FAS population. The adjusted means for placebo, RIMP and
TIMP were 16.0 mm, 35.7 mm and 39.1 mm, respectively.
The statistically significant difference in STPID1h was demonstrated between TIMP and
placebo (p < 0.0001) in favour of TIMP and between RIMP and placebo (p < 0.0001) in
favour of RIMP. The mean difference between TIMP and RIMP was 3.4 mm. The
corresponding 95% CI was -1.7 to 8.5 mm and was entirely inside the pre-defined
equivalence margins.
Equivalence between Benzydamini / Cetylpyridinii chloridum lozenges, 3 mg/1 mg (TIMP)
and the reference product Gola Action, buccal tablets, 3 mg/1 mg (RIMP) was demonstrated
in this study in terms of primary efficacy endpoint. These results were corroborated with
secondary and tertiary endpoints analysis. At the same time a superiority of both active
treatments over placebo in all the key efficacy endpoints was demonstrated.
IV.5
N/A
IV.6

Clinical safety
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
Benzydamin/cetylpyridinium chlorid KRKA d.d. 3 mg + 1 mg lozenges.
Summary table of safety concerns as approved in the RMP
Important identified risks
None
Important potential risks
None
Missing information
None
Routine pharmacovigilance was suggested and no additional pharmacovigilance activities
were proposed by the Applicant, which was endorsed.
Routine risk minimisation measures were considered satisfactory to minimise the risks of this
medicinal product.
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IV.7

Discussion on the clinical aspects

The benzydamine hydrochloride and cetylpyridinium chloride are well known active
substances. The therapeutic equivalence studies showed satisfactory results, therapeutic
equivalence between test product and reference product Gola Action 3 mg + 1 mg buccal
tablets has been demonstrated.

V.

USER CONSULTATION

A user consultation with target patient groups on the package information leaflet (PIL) has
been performed on the basis of a bridging report. The bridging report submitted by the
applicant has been found acceptable.

VI.

OVERALL CONCLUSION, BENEFIT/RISK ASSESSMENT AND
RECOMMENDATION

Based on the review of the data on quality, safety and efficacy, the risk-benefit ratio for the
application for Benzydamin/cetylpyridinium chlorid KRKA d.d. 3 mg + 1 mg lozenges, from
Krka d.d., Novo mesto, Slovenia, was considered positive.
The SmPC, PIL and labelling are satisfactory.
Agreement between Member States was reached during the procedure. The decentralised
procedure was finalised with a positive outcome on 17.5.2021.
No conditions pursuant to Article 21a or 22 of Directive 2001/83/EC have been made during
the procedure.
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