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Pharma VIM Kit.

Application for National Procedure
Publicly Available Assessment Report

MODULE 1

PRODUCT SUMMARY

Name, strength and
pharmaceutical form

Vimectanin DUO 50 mg/ml + 1 mg/ml Oral
Suspension for Sheep

Applicant Pharma VIM Kft., Pipiter Utca 5, Budapest I,
1029, Hungary

Active substance lvermectin
Triclabendazole

ATC Vetcode QP54AA51

Target species

Sheep (at least 3 months old)

Indication for use

Treatment of simultaneous trematode (fluke)
and nematode (gastrointestinal roundworms,
lungworms) or trematode (fluke) and arthropod
infections in the following cases:

Gastrointestinal nematodes (adult and
immature):

e Haemonchus contortus
Teladorsagia (Ostertagia) circumcinta
Trichostrongylus spp
Cooperia spp,
Nematodirus spp. including N. Battus
Strongyloides papillosus
Oesophagostomum spp
and adult Chabertia ovina,

Liver fluke (mature, immature and early
immature stages down to less than 1 week of
age):

e [asciola hepatica

Lungworms (adult and immature):
e Dictyocaulus filarial

Nasal bots (all stages):
e Oestrus ovis
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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 Generic application in accordance with Article 8

application of Veterinary Medicine Regulations (VMRs)
2013 (Schedule 1, Para 10) as amended.

Date of conclusion of the 06/02/2026

procedure

I. SCIENTIFIC OVERVIEW

This is a generic product application submitted in accordance with Article 8
(Schedule 1, Paragraph 10) of the Veterinary Medicines Regulations 2013 (as
amended) for Great Britain (GB). The reference product is Fasimec Duo 50
mg/ml + 1 mg/ml Oral Suspension for Sheep, and is marketed by Elanco Europe
Ltd, which has been authorised in the UK since 20 November 2007.

Vimectanin DUO 50 mg/ml + 1 mg/ml Oral Suspension for Sheep, contains 50
mg triclabendazole and 1 mg ivermectin per 1 ml. The product is indicated for
use in sheep (at least three months old) for treatment of gastrointestinal
nematodes, liver fluke, lungworms, and nasal bots.

The distribution category in GB is POM-VPS, the same as the reference product.
The applicant has conducted bioequivalence studies in accordance with the EMA
guideline EMEA/CVMP/016/00-Rev.2 using test product and the reference
product.

The product is to be administered orally at a dose rate of 0.2 mg ivermectin and
10 mg triclabendazole/kg bodyweight, equivalent to 2 ml of the product per 10 kg
bodyweight.

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, the
consumer of foodstuffs from treated animals, 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.

1 SPC — Summary of product Characteristics.
2 Efficacy — The production of a desired or intended result.
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Il QUALITATIVE AND QUANTITATIVE PARTICULARS OF THE
CONSTITUENTS

lLA. Composition

The product contains the active substances triclabendazole and ivermectin, and
the excipients methyl parahydroxybenzoate (E 218), propyl
parahydroxybenzoate, benzyl alcohol, microcrystalline cellulose and carmellose
sodium, povidone K30, propylene glycol, disodium phosphate dodecahydrate
and purified water.

The finished product is a white, opaque homogenous suspension, intended for
oral administration, and is presented in a 1 litre high density polyethylene
(HDPE) bottle and a 5 litre HDPE can, with safety seal HDPE caps. The
particulars of the containers and controls performed are provided and conform to
the regulation.

The choice of the formulation and the presence of preservative are 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. The manufacturing
method consists of four phases with certificates of GMP compliance provided for
all sites.

The product is manufactured using conventional manufacturing techniques.
Process validation for full-scale batches will be performed post-authorisation.

I.C. Control of Starting Materials

The product contains ivermectin and triclabendazole, which 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.

All excipients used in the product are tested in line with the relevant monograph
and the applicant has provided specifications and certificates of analysis.

1l.C.4. Substances of Biological Origin
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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 the pharmaceutical form.

ILF. Stability

Stability data on the active substances have 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

The shelf life of the product as packaged for sale is 2 years. The shelf life after
first opening the immediate packaging is 18 months.

The product must not be refrigerated and must be stored in the original package.
The product must also be protected from frost.

M. SAFETY AND RESIDUES DOCUMENTATION (PHARMACO-
TOXICOLOGICAL)

llLA Safety Documentation
Pharmacological Studies

As is appropriate for the legal basis of the application, no new pharmacological
studies were submitted.

6/10



Vimectanin DUO 50 mg/ml + 1 mg/ml Oral Suspension for Sheep
Pharma VIM Kift. Application for National Procedure
Publicly Available Assessment Report

Bibliographic data has been provided which show that ivermectin acts by
increasing the chloride ion permeability of the cell membrane causing
irreversible neuromuscular blockade in nematodes and arthropods, leading to
paralysis and death of parasites. Triclabendazole interferes with the intracellular
transport mechanisms of cells and inhibits protein synthesis.

Regarding pharmacokinetics, ivermectin and triclabendazole are both absorbed
rapidly and reach peak plasma concentration within 1 day and 2 days,
respectively. Upon absorption, triclabendazole is oxidised to triclabendazole
sulfoxide and triclabendazole sulfone. Both metabolites bind to plasma proteins,
particularly albumin, with high affinity.

More than 90% of the dose is excreted in the faeces, 2% in the urine and less
than 1% in milk within 10 days.

Additionally, the possible mechanisms of resistance to both active ingredients
have been studied. Common mechanisms of resistance against ivermectin
include GIluCl mutations, changes to ABC transporter expression, and through
upregulation of detoxification genes. In arthropods in general, target-site
resistance is a common mechanism of insecticide resistance. Resistance to
ivermectin leads to cross-resistance to eprinomectin and moxidectin depending
upon the underlying mechanism of resistance. Possible mechanisms of
resistance to triclabendazole are tubulin binding, altered drug uptake and
modified drug metabolism.

Toxicological Studies

As is appropriate for the legal basis of the application, no new toxicological
studies were submitted.

User Safety

The product is of the same pharmaceutical form and has the same indications
and posology as the reference product. Hence, the user risk to this product will
be comparable to that of the reference product.

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). People with known hypersensitivity to the active substances
or to any of the excipients should avoid contact with the veterinary
medicinal product.

o This veterinary medicinal product may cause skin and eye irritation. In

case of accidental spillage onto skin or into the eyes, wash immediately
with plenty of water. Take off any contaminated clothes.
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e Direct contact with the skin should be kept to a minimum. Personal
protective equipment consisting of gloves should be worn when handling
the veterinary medicinal product.

e Do not eat, drink or smoke whilst handling the veterinary medicinal
product. Wash hands thoroughly after use.

Environmental Safety

Due to the legal basis of this application, an Environmental Risk Assessment
(ERA) was not required, since bioequivalence to the reference product has been
accepted.

lll.B.2 Residues documentation

Residue Studies

Due to the legal basis of the application, no new residue depletion studies were
conducted. Like the reference product, the generic product is contraindicated for
use in sheep producing milk for human consumption.

Maximum Residue Limits (MRLs)

Ivermectin and triclabendazole are listed in Table 1 of Regulation 37/2010 and
MRLs have been established for edible tissues. The marker substances are 22,
23-Dihydroavermectin B 1a and the sum of the extractable residues that may be

oxidised to ketotriclabendazole, respectively.

MRLs are listed below:

lvermectin All mammalian food
producing species

Muscle 30 ng/kg

Liver 100 ng/kg

Kidney 30 ng/kg

Fat 100 ng/kg

Triclabendazole All ruminants

Muscle 225 ng/kg

Liver 250 ng/kg

Kidney 150 ug/kg

Fat 100 ug/kg

Milk 10 ug/kg

Withdrawal Periods

Based on the data provided, a withdrawal period of 27 days for meat and offal in
sheep is determined, which is the same as the reference product. The product is
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not authorised for use in animals producing milk for human consumption,
including during the dry period. It should not be used within 1 year prior to the
first lambing in ewes intended to produce milk for human consumption.

IV. CLINICAL DOCUMENTATION

IV.l. Pre-Clinical Studies

Pharmacology

The applicant has conducted one in vivo bioequivalence study comparing the
pharmacokinetics of triclabendazole and ivermectin between the test and
reference products. The analysis of samples was undertaken using HPLC-MS
validated methods, and the bioequivalence results were accepted.

Tolerance in the Target Species

Due to the legal basis of this application, tolerance studies were not required.
IV.Il. Clinical Documentation

Due to the legal basis of this application, no new clinical studies were conducted.

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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