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IMODULE 1
PRODUCT SUMMARY

Name, strength and Zetbelis 10 mg Gastro-Resistant Capsules for
pharmaceutical form Dogs
Applicant TriviumVet DAC, Unit 3A, Cleaboy Business

Park, Old Kilmeaden Road, X91 H5FE, Ireland
Active substance(s) Omeprazole
ATC vet code QA02BCO1
Target species Dogs
Indication for use As an aid in the treatment of NSAID-induced

gastric ulceration in dogs.
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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 09/04/2026

procedure

I. SCIENTIFIC OVERVIEW

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

Zetbelis capsules each contain 10 mg omeprazole for oral use in dogs. The
product is indicated as an aid in the treatment of non-steroidal anti-inflammatory
drug (NSAID) induced gastric ulceration in dogs.

The recommended dose of omeprazole is 0.5 to 1 mg/kg twice daily for a
minimum of 14 days. Treatment duration should be extended until resolution of
clinical signs, however, should not exceed 8 weeks. The capsules should be
given whole, 30 minutes before feeding.

The distribution category in GB is POM-V.

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

II.LA.  Composition

The product contains omeprazole and the excipients lactose monohydrate,

1 SPC — Summary of product Characteristics.
2 Efficacy — The production of a desired or intended result.
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sodium laurilsulfate, microcrystalline cellulose, hydroxypropylcellulose, mannitol,
disodium phosphate dihydrate, hypromellose, talc, methacrylic acid ethyl
acrylate 1:1 copolymer dispersion 30 per cent, triethyl citrate, glycerol
monostearate 40 — 55, polysorbate 80, titanium dioxide and hard gelatin capsule
shell (white/pink).

The container/closure system consists of a white high-density polyethylene
bottle and polypropylene child resistant cap, fitted with a polypropylene heat seal
liner and pulpboard wad, in a carton box. The particulars of the containers and
controls performed are provided and conform to the regulation.

The choice of the formulation is justified.

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

I.B. Description of the Manufacturing Method

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

Process validation data on the product have been presented in accordance with
the relevant regulatory guidelines.

Il.C. Control of Starting Materials

The active substance is omeprazole, an established active substance in the
European Pharmacopoeia (Ph. Eur.) supplied with a Certificate of Suitability.
The active substance is manufactured in accordance with the principles of good
manufacturing practice.

The active substance specification is considered adequate to control the quality
of the material. Batch analytical data demonstrating compliance with this
specification have been provided.

The specifications for each excipient align with their respective Ph. Eur.
monographs.

The choice of the container closure system has been validated by stability data
and is adequate for the intended use of the product. Satisfactory specifications
for all the packaging components are included.

1l.C.4. Substances of Biological Origin
Scientific data and/or certificates of suitability issued by the EDQM have been
provided and compliance with the Note for Guidance on Minimising the Risk of

Transmitting Animal Spongiform Encephalopathy Agents via Human and
Veterinary Medicinal Products has been satisfactorily demonstrated.
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I.D. Control Tests Carried Out at Intermediate Stages of the Manufacturing
Process

The tests performed during production are described and the results of 3
consecutive runs, conforming to the specifications, are provided.

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 production site 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

Stability data on the active substance have been provided in accordance with
applicable regulatory guidelines, demonstrating the stability of the active
substance 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
The shelf life of the veterinary medicinal product as packaged for sale is 3 years.

The product does not require any special temperature storage conditions. The
bottle should be kept tightly closed in order to protect from moisture. The
desiccant should not be removed from bottle.

lll. SAFETY AND RESIDUES DOCUMENTATION (PHARMACO-
TOXICOLOGICAL)

llLA Safety Documentation
Pharmacological Studies

Bibliographical studies were provided to describe the pharmacodynamics of
omeprazole. Omeprazole is a proton pump inhibitor (PPI) and acts by inhibiting
the H+/K+ proton pump at the luminal surface of the parietal cell that secretes
hydrogen ions into the gastric lumen, thus decreasing gastric acid secretion.
Reducing the level of acid formation promotes healing of gastric ulcers. After
administration of the product at the proposed dose in dogs, mean percentage
time gastric pH was at or above 3 and 4 were 95% * 5% and 92 + 6% of the day
respectively. The therapeutic effect of omeprazole in the treatment of gastric

6/11



Zetbelis 10 mg Gastro-Resistant Capsules for Dogs
TriviumVet DAC Application for National Procedure
Publicly Available Assessment Report

ulcer disease is supported by the well-documented effect gastric acid
suppression has on gastric ulcer healing.

Bibliographical studies were also provided to describe the pharmacokinetics of
omeprazole. It is rapidly absorbed in all mammalian species studied to date after
oral administration. Omeprazole is a weak base and is unstable in an acidic
environment. The product is therefore supplied as a gastro-resistant formulation
to prevent inactivation in the stomach and allow absorption in the alkaline
environment of the small intestine. The systemic availability is relatively high in
the dog provided the drug is protected from acidic degradation in the stomach.

Omeprazole is extensively distributed but primarily to gastric parietal cells. The
concentrations achieved at the site of action are significantly higher than those in
the blood. Omeprazole undergoes hepatic metabolism by cytochrome P-450
enzymes to inactive metabolites and is excreted as sulphate conjugates in urine.

Toxicological Studies

The applicant has provided bibliographical data which show the following:

e Single Dose Toxicity - low acute toxicity is reported for mice and rats.

e Repeated Dose Toxicity - the no observed effect level (NOEL) is 0.7 mg/kg
for dogs reported from a 1-year oral study where rugal hypertrophy was
found.

e Reproductive Toxicity, including Teratogenicity - in one study significantly
reduced litter sizes were observed in rabbits, with a NOEL of 6.9 mg/kg
reported. Foetal abnormalities were also reported in this study; however,
they were not found to be significant. Omeprazole is not considered
teratogenic.

e Mutagenicity - based on in vitro and in vivo tests, omeprazole is not
considered to be genotoxic.

e Carcinogenicity - there are no concerns regarding carcinogenicity.

Observations in Humans

Bibliographical information is available that shows that omeprazole is rapidly
absorbed in humans, with a high degree of protein binding and a half-life of 1.5
hours. It is approved for use in humans in GB, predominantly for the treatment of
stomach ulcers. Recommended doses for children and adults are typically

10 - 40 mg, and up to 120 mg per day for the treatment of Zollinger-Ellison
syndrome.

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

which shows that when used as recommended, the product is not anticipated to
pose an unacceptable risk to users.
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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:

e The veterinary medicinal product may cause hypersensitivity (allergic)
reactions following ingestion or contact with the capsule’s contents.
People with a known hypersensitivity to omeprazole or the excipient,
mannitol should administer the veterinary medicinal product with caution.

o Adverse gastrointestinal effects and headache may be seen if
accidentally ingested, particularly by children.

¢ Keep the container tightly closed to prevent accidental access by a child.

¢ In case of accidental ingestion of the product, particularly by a child, or in
case of hypersensitivity reactions, seek medical advice if symptoms
persist.

e Exposure to the contents of capsules may cause skin, eye, and/or
respiratory irritation. Contact with the contents of the capsule should be
avoided. If the capsule is damaged during administration, wash hands or
any exposed skin.

Environmental Safety
The applicant provided an environmental risk assessment in accordance with
current guidelines. Assessment correctly stops at Phase I, with no Phase Il

required, as the product is for use in companion animals only.

When used as recommended, the product is not anticipated to pose an
unacceptable environmental risk.

IV. CLINICAL DOCUMENTATION

IV.I. Pre-Clinical Studies

Pharmacology

Bibliographical data was provided to demonstrate the pharmacodynamic and
pharmacokinetic properties of the product in dogs. This is detailed in the SPC
and in section Ill.A.

Tolerance in the Target Species

The applicant has conducted a target animal tolerance study using multiples of
the recommended dose in the target species. All doses were administered by
orally, twice daily for 77/79 days.

In the study, decreased food consumption & body weight, mild
hypercholesterolemia, mild thrombocytosis (without other associated signs) and

microscopic gastric mucosal changes consisting of degeneration and loss of chief
cells with glandular dilation were observed.
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It was accepted that, together with the well-established use of omeprazole, the
margin of safety of the product was demonstrated up to 5x the recommended
dose.

The product literature accurately reflects the type and incidence of adverse effects
which might be expected.

IV.II. Clinical Documentation
Laboratory Trials

The applicant provided bibliographical data and one laboratory study for dose
determination.

The dose determination study was a randomised, blinded, two-way cross-over
trial. It was conducted to determine the effect of the product on continuously
monitored gastric pH in six healthy dogs, following 5 days of twice daily
administration of 0.5 to 1.0 mg/kg omeprazole. The results indicated that twice
daily administration at the recommended dose range resulted in the intragastric
pH of healthy dogs meeting established target pH and duration thresholds.

Dose confirmation studies
The applicant conducted three laboratory dose confirmation studies.

The pivotal study was a Good Clinical Practice (GCP) compliant, uncontrolled
single-arm study.

Thirty-two dogs were administered once daily subcutaneous 0.2 mg/kg
meloxicam and once daily oral diclofenac for up to 8 days. The product was
administered at the recommended dose, twice daily to within 30 minutes after
feeding.

Each animal was individually assessed for the development of, and recovery
from, gastric ulceration based on clinical assessments, clinical pathology and
gastroduodenoscopy. Dogs with a suitable gastric ulceration score were enrolled
in the treatment phase of the study. The primary efficacy outcome parameter
was the proportion of dogs with resolution of NSAID-induced gastroduodenal
ulceration after 2 weeks of treatment with omeprazole.

Results indicated that diarrhoea, frank faecal blood and vomiting had mostly
resolved by day 4 or 5 of omeprazole administration. After 2-weeks of treatment,
resolution of gastric ulceration was observed in 34.6% of dogs and after 4-weeks
of treatment, resolution of gastric ulceration was observed in 100% of the
remaining dogs.

Field Trials
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No clinical trial data were provided. It was accepted that the combination of the
submitted bibliographic and proprietary data was sufficiently supportive of the
safety and efficacy profiles of the product.

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.
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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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