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Dechra Regulatory B.V.

Application for National Procedure
Publicly Available Assessment Report

IMODULE 1

PRODUCT SUMMARY

Name, strength and
pharmaceutical form

DuOtic 10 mg / 1 mg Ear Gel for Dogs

Applicant

Dechra Regulatory B.V.,
Handelsweg 25,
5531 AE Bladel,
The Netherlands

Active substance

Betamethasone acetate

Terbinafine
ATC Vetcode QS02CA90
Target species Dogs

Indication for use

Malassezia pachydermatis.

Treatment of otitis externa associated with
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IMODULE 2

The Summary of Product Characteristics (SPC) for this product is available on
the Product Information Database of the Veterinary Medicines Directorate.

(www.gov.uk/check-animal-medicine-licensed)
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MODULE 3

PUBLIC ASSESSMENT REPORT

Legal basis of original Full application in accordance with Article 8 of

application Veterinary Medicine Regulations (VMRs) 2013
(Schedule 1, Part 1) as amended.

Date of conclusion of the 22/09/2025

procedure

I. SCIENTIFIC OVERVIEW

The product was submitted for a full application for authorisation in Great Britain
(GB), in accordance with Article 8 of Veterinary Medicine Regulations (VMRs)
2013 (Schedule 1, Part 1) as amended.

DuOtic 10 mg / 1 mg Ear Gel for Dogs contains 10 mg terbinafine and 1 mg
betamethasone acetate. The indication is the treatment of otitis externa
associated with Malassezia pachydermatis in dogs. The dosage is one tube per
affected ear, repeated after seven days.

The product is produced and controlled using validated methods and tests which
ensure the consistency of the product released on the market. It has been
shown that the product can be safely used in the target species, any reactions
observed are indicated in the SPC'. The product is safe for the user and for the
environment, when used as recommended. Suitable warnings and precautions
are indicated in the SPC. The efficacy? of the product was demonstrated
according to the claims made in the SPC. The overall benefit/risk analysis is in
favour of granting a marketing authorisation.

Il QUALITATIVE AND QUANTITATIVE PARTICULARS OF THE
CONSTITUENTS

IILA. Composition

The product contains betamethasone acetate and terbinafine and the excipients
butylhydroxytoluene (BHT), oleic acid, hypromellose, glycerol formal,
propylene carbonate and lecithin.

The container/closure system consists of a single-use multi-layered aluminium
and polyethylene tube with a polypropylene screw cap and bonded thermoplastic
elastomer applicator tip. The particulars of the containers and controls performed
are provided and conform to the regulation.

1 SPC — Summary of Product Characteristics.
2 Efficacy — The production of a desired or intended result.
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The choice of the formulation and the absence of preservative is justified.

The product is an established pharmaceutical form and its development is
adequately described in accordance with the relevant regulatory guidelines.

I.LB. Description of the Manufacturing Method

The product is manufactured fully in accordance with the principles of good
manufacturing practice from a licensed manufacturing site.

The product is manufactured using conventional manufacturing techniques.
I.C. Control of Starting Materials

The active substances, betamethasone acetate and terbinafine, are established
active substances described in the European Pharmacopoeia. The active
substances are manufactured in accordance with the principles of good
manufacturing practice.

The active substance specifications are considered adequate to control the
quality of the materials. Batch analytical data demonstrating compliance with
these specifications have been provided.

1l.C.4. Substances of Biological Origin

There are no substances within the scope of the TSE Guideline present or used
in the manufacture of this product.

I.D. Control Tests Carried Out at Intermediate Stages of the Manufacturing
Process

Not applicable.
Il.LE. Control Tests on the Finished Product

The finished product specification controls the relevant parameters for the
pharmaceutical form.

The tests in the specification, and their limits, have been justified and are
considered appropriate to adequately control the quality of the product.
Satisfactory validation data for the analytical methods have been provided.
Batch analytical data from the proposed production sites have been provided
demonstrating compliance with the specification.

Control tests on the finished product are those appropriate for this type of
dosage form.

IL.F. Stability
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Stability data on the active substances has been provided in accordance with
applicable regulatory guidelines, demonstrating the stability of the active
substances when stored under the approved conditions.

Stability data on the finished product have been provided in accordance with
applicable regulatory guidelines, demonstrating the stability of the product
throughout its shelf life when stored under the approved conditions.

G. Other Information
Shelf life of the veterinary medicinal product as packaged for sale: 2 years.
This veterinary medicine does not require any special storage conditions.

M. SAFETY AND RESIDUES DOCUMENTATION (PHARMACO-
TOXICOLOGICAL)

This is a full application where the applicant supplied bibliographic and trial data
to support the product safety. These are summarised in the sections below.

llLA Safety Documentation
Pharmacological Studies

Bibliographical data has been provided which show that terbinafine acts by
selectively inhibiting the early synthesis of ergosterol, which is an essential
component of the membrane of yeasts and fungi including Malassezia
pachydermatis. Resistance to terbinafine and other allylamines is rare and is
usually associated with point mutations in the squalene epoxidase gene that
cause amino acid changes in the enzyme necessary for the ergosterol synthesis
pathway, impairing the binding of the allylamines. An MICs, of 0.12 pug/mL and
an MICqy, of 0.5 ug/mL have been calculated based on isolates (n=113) collected
from dogs with yeast predominant otitis externa in several European countries
between 2021 and 2023. Terbinafine has a different mode of action than azole
antifungals, therefore there is no cross resistance with azole antifungals. Cross-
resistance with other antifungals has not been reported.

Bibliographic data has been provided to show that betamethasone acetate acts
to relieve both inflammation and pruritus leading to an improvement of clinical
signs observed in otitis externa.

The applicant has also provided pharmacokinetic data in the target species
where the systemic absorption of the active substances was determined in
multiple-dose studies using a related, similar product. After placing this
veterinary medicinal product into both ear canals of healthy mixed breed dogs,
absorption occurred primarily during the first two to four days after
administration, with low peak plasma concentrations of betamethasone and
terbinafine (1.5 and 3.7 ng/ml respectively). The extent of percutaneous
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absorption of topical medications is determined by many factors including the
integrity of the epidermal barrier. Inflammation can increase the percutaneous
absorption of veterinary medicinal products.

Toxicological Studies

The applicant has provided bibliographical data which show the following
toxicology results:

Single Dose Toxicity
e Single dose toxicity of both active substances has been reported to be
low, demonstrated by the high LDs, values.
o For betamethasone it was found that the LD, was greater than 1000
mg/kg when tested in rats, mice and dogs.

Repeated Dose Toxicity

e Oral toxicity studies for terbinafine were conducted in mice up to 13
weeks, in rats and dogs up to 52 weeks, and in monkeys up to 32 weeks.

e A 52-week study in dogs showed the lowest non-observable adverse
event level (NOAEL) was 25 mg/kg/day.

e Both oral and dermal administration studies for betamethasone were
conducted in dogs, monkeys, mice, minipigs and rats over different time
periods.

e For oral administration a NOAEL of 0.02 mg/kg was established in rats
over a 13-week period.

e For dermal administration a NOAEL of 0.003 mg/kg/day was established
in mice over a 13-week period.

Reproductive Toxicity, including Teratogenicity:

e In rats a NOAEL of 50 mg/kg for terbinafine was established after oral
administration for 9 weeks in males and 2 weeks in females.

o Studies showed that there was no potential for teratogenicity for
terbinafine.

e For betamethasone a reproductive NOAEL of 0.01 mg/kg/day was
determined after subcutaneous exposure in rats for 9 weeks in males
and 2 weeks in females.

e A developmental NOAEL of 0.000625 mg/kg/day was established in
rabbits when betamethasone was subcutaneously administered.

Mutagenicity
¢ No mutagenicity was determined for exposure to terbinafine in the in vitro

and in vivo studies submitted.
e In vitro studies submitted show that betamethasone is not mutagenic.

Carcinogenicity:
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Two studies assessing the carcinogenic effect of terbinafine were
submitted. Both studies concluded that there is no evidence of
carcinogenicity after oral administration in mice and rats.

Two studies assessing the carcinogenic effect of betamethasone were
submitted. Both studies concluded that there is no evidence of
carcinogenicity after oral administration in rats and dermal administration
in mice.

Observations in Humans

Information was provided which show that both terbinafine and betamethasone
are approved and used in human medicine.

User Safety

A user risk assessment was provided in compliance with the relevant guideline.

Warnings and precautions as listed on the product literature are adequate to
ensure safety to users of the product. Therefore, the following applicant’s user
recommendations are appropriate:

The veterinary medicinal product may be irritating to eyes. Accidental eye
exposure may occur when the dog shakes its head during or just after
administration. To avoid this risk for the owners, it is recommended that
this veterinary medicinal product is administered only by veterinarians or
under their close supervision. Appropriate measures (e.g. wearing safety
glasses during administration, massaging the ear canal well after
administration to ensure even distribution of the veterinary medicinal
product, restraining the dog after administration) are needed to avoid
exposure to the eyes.

Avoid hand-to-eye contact.

In case of accidental ocular exposure, flush the eyes thoroughly with
large amounts of water. If symptoms develop, seek medical advice and
show the package leaflet or the label to the physician.

Although no potential for skin irritation was indicated by experimental
studies, contact of the product with the skin should be avoided.

In case of accidental skin contact with the product, either directly during
application or indirectly via contact with the treated area, wash exposed
skin thoroughly with water.

May be harmful after ingestion. Avoid ingestion of the product, including
hand-to-mouth exposure.

In case of accidental ingestion, seek medical advice immediately and
show the package leaflet or the label to the physician.

Wash hands after use.
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Environmental Safety

The Environmental Risk Assessment (ERA) was carried out in accordance with
VICH and CVMP guidelines.

Phase I:

The product will only be used in non-food animals and as a result environmental
exposure will be low. A Phase Il ERA was not required.

IV. CLINICAL DOCUMENTATION
IV.I. Pre-Clinical Studies
Tolerance in the Target Species

Tolerance studies were not required because the therapeutic schedule does not
exceed that of the authorised product, Osurnia Ear gel for dogs.

Resistance

The information provided suggests that the risk of the development of resistance
in M. pachydermatis against terbinafine, in the context of the proposed
indication, is currently very low.

Adequate warnings and precautions appear on the product literature.

IV.Il. Clinical Documentation

Laboratory Trials

The applicant has provided bibliographical data which show that the veterinary
medicine is identical to that of the existing product except for some changes to
the amounts of four of the excipients. The physiochemical characteristics remain
unchanged between the two products.

Dose confirmation studies

No new dose confirmation studies have been conducted. This is considered
acceptable, as the results of the clinical field trial confirmed the dose as
sufficiently safe and efficacious.

Field Trials

The applicant has submitted a field study in both USA and Spain with the final
formulation of DuOtic 10 mg / 1 mg ear gel for dogs to assess the efficacy and
safety of the veterinary product under field conditions. This was a randomised,

placebo controlled, double-blinded, multicentre study. Dogs were treated on two
occasions once on day 0 and then the second administration on day 7 (+/- 1day)
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and then observed on day 0, day 7 (+/- 1 day), day 14 (+/- 2 days), day 28 (+/- 2
days) and day 45 (+/- 3 days).

There were no clinically significant differences in the physical examination
results between the two treatment groups on any visit day. In addition, there was
no statistically significant difference in the body weights of dogs treated with the
investigational veterinary product (IVP) and the placebo Control product (CP).

Effectiveness gradually increased over time following the first administration
reaching a peak at Visit 4 (Day 28) when 73.27% of study animals in the IVP
group were considered a treatment success compared to 22.11% for the CP (per
protocol (PP) population) and 73.33% compared to 23.0% for the CP (intention
to treat (ITT) population). The success rate in the CP group remained relatively
constant at each assessment timepoint.

The primary efficacy outcome variable was ‘treatment success’ on Visit 5 (Day
45). The difference in the proportion of study animals considered to be a
‘treatment success’ on Visit 5 between the treated and control groups was found
to be statistically significantly different (62.86% compared to 20.00%,
respectively (p<0.0001) in the ITT population and 62.75% compared to 18.95%,
respectively (p=0.0001) in the PP population).

It was concluded that the product was safe and efficacious when 1ml of the tube
was administered once on two separate occasions, seven days apart, in the
treatment of yeast-related otitis externa in dogs and was well tolerated in a wide
range of ages and breeds.

V OVERALL CONCLUSION AND BENEFIT- RISK ASSESSMENT

The data submitted in the dossier demonstrate that when the product is used in
accordance with the Summary of Product Characteristics the benefit/risk profile
of the product is favourable.

10/11



DuOtic 10 mg / 1 mg Ear Gel for Dogs
Dechra Regulatory B.V. Application for National Procedure
Publicly Available Assessment Report

MODULE 4

POST- AUTHORISATION ASSESSMENTS

The SPC and package leaflet may be updated to include new information on the
quality, safety and efficacy of the veterinary medicinal product. The current SPC
is available on the Product Information Database of the Veterinary Medicines
Directorate website.

(www.gov.uk/check-animal-medicine-licensed)

The post-authorisation assessment (PAA) contains information on significant
changes which have been made after the original procedure which are important
for the quality, safety or efficacy of the product.

The PAA for this product is available on the Product Information Database of the
Veterinary Medicines Directorate website.

(www.gov.uk/check-animal-medicine-licensed)
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