%/Recroratt

ASSURING THE SAFETY, QUALITY AND EFFICACY
OF VETERINARY MEDICINES

United Kingdom
Veterinary Medicines Directorate
Woodham Lane
New Haw
Addlestone
Surrey KT15 3LS

DECENTRALISED PROCEDURE

PUBLICLY AVAILABLE ASSESSMENT REPORT FOR A VETERINARY
MEDICINAL PRODUCT

Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses Dogs and Cats
(UK, IE)
Vetivex 9 mg/ml Solution for Infusion for Cattle, Horses Dogs and Cats (BE,
FR, NL)
Aqualec 9 mg/ml Solution for Infusion for Cattle, Horses Dogs and Cats
(DE, DK, SE)

PuAR correct as of 01/08/2018 when RMS was transferred to IE.
Please contact the RMS for future updates.

19



Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

MODULE 1

PRODUCT SUMMARY

EU Procedure number UK/V/0457/001/DC

Name, strength and Vetivex 1 (9 mg/ml) Solution for Infusion for
pharmaceutical form Cattle, Horses, Dogs and Cats

Applicant Dechra Limited

Dechra House

Jamage Industrial Estate
Talke Pits
Stoke-on-Trent
Staffordshire

ST7 1XW

UK

Active substance(s) 1'ml contains:
Active substance:

Sodium Chloride 9 mg

Sodium: 150 mmol/litre
Chloride: 150 mmol/litre

ATC Vetcode QB05BB01

Target species Cattle, horses, dogs and cats.

Indication for use This product is administered by intravenous
infusion for the treatment of dehydration in
cattle, horses, dogs and cats. It may be used to
correct hypovolaemia resulting from shock or
gastrointestinal disease (especially where
metabolic alkalosis is present, e.g. in cases of
sustained vomiting or abomasal disorders in
cattle). It may be administered to meet normal
fluid and electrolyte requirements when fluids
cannot be given orally.
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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

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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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

MODULE 3

PUBLIC ASSESSMENT REPORT

Legal basis of original Generic application in accordance with Article
application 13 (1) of Directive 2001/82/EC as amended.
Date of completion of the 24t April 2013.

original decentralised

procedure

Date product first authorised Not applicable.
in the Reference Member
State (MRP only)

Concerned Member States for Belgium, Denmark, France, Germany, Ireland,

original procedure
The Netherlands, Sweden

I. SCIENTIFIC OVERVIEW

This was an application for a generic product in accordance with Article 13 (1) of
Directive 2001/82/EC as amended, for Vetivex 1 (9 mg/ml) Solution for Infusion
for Cattle, Horses, Dogs and Cats, for which the reference product was Vetivex 1
(Sodium Chloride 0.9% w/v Intravenous Infusion (Vet)). The product is indicated
for use in cattle, horses, dogs and cats, for the treatment of dehydration, the
correction of hypovolaemia (water depletion) from shock or gastrointestinal
disease, (especially in the presence of metabolic alkalosis, e.g. abomasal
dysfunction or continued vomiting in cattle). The product may also be given in
order to normalise fluid and electrolyte requirements where fluids cannot be
taken orally.

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, the slight
reactions observed are indicated in the SPC." The product is safe for the user,
the consumer of foodstuffs from treated animals (horses, cattle), 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.
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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

Il QUALITY ASPECTS
A. Composition

The product contains sodium chloride at 9 mg/ml, equivalent to 150 mmol/litre
sodium and 150 mmol/litre chloride. The excipient is water for injection.

The container/closure system consists of a polyvinylchloride infusion bag
overwrapped with polypropylene, and pack sizes are 100 ml, 500 ml, 1000 ml,
2000 ml and boxes containing 50 x 100 ml, 20 x 500 ml, 10 x 1000 ml and 4 x
2000 ml. The particulars of the containers and controls performed are provided
and conform to the regulation. The absence of preservative has been justified.

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

B. Method of Preparation of the Product

The product is manufactured fully in accordance with the principles of good
manufacturing practice from a licensed manufacturing site in batches of 10,000
litres.

Process validation data on the product have been presented in accordance with
the relevant European guidelines. The salts are dissolved into water, before
being made up to solution and pH tested. The product is filtered and placed into
the bags, with microbiological analysis and sterilisation by autoclaving following.
The contents are tested for identity of the salts, and impurities, and the pH
adjusted if necessary. The product is manufactured fully in accordance with the
principles of good manufacturing practice from a licensed manufacturing site.
Batch analysis from one batch of the 100 ml product and three batches of the
500 ml pack size were presented. The batches were pilot scale, containing 2500
to 5000 litres.

C. Control of Starting Materials

The active substance is sodium chloride, an established active substance
described in the European Pharmacopoeia (Ph. Eur). 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. Water for injections used in the product
adheres to the relevant Ph. Eur monograph.

D. Specific Measures concerning the Prevention of the Transmission
of Animal Spongiform Encephalopathies

There are no substances within the scope of the TSE Guideline present or used
in the manufacture of this product.
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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

E. Control on intermediate products
Not applicable.
F. 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 site have been
provided demonstrating compliance with the specification. Tests include those
for identification of active substances, contamination, endotoxins, integrity of
packaging, fill volume and frangibility.

G.  Stability

Stability test were not performed on the active substance, but as this is an
established active substance, no tests were required. Product was stored at
25°C/ 60% RH for twenty-four months and 40°C for six months using the pack
sizes to be marketed. All components were tested at various time points. A loss
of weight due to moisture permeation may be evident, but this is noted by the
inclusion of relevant instructions in the SPC.

H. Genetically Modified Organisms
Not applicable.
J. Other Information

Shelf life of the veterinary medicinal product as packaged for sale (100 ml) is 18
months.

Shelf life of the veterinary medicinal product as packaged for sale (500 ml, 1000 m|
and 2000 ml) is 2 years.

The product should be used immediately and not stored after opening.

Do not store above 25°C.
Do not freeze.

M. SAFETY AND RESIDUES ASSESSMENT (PHARMACO-
TOXICOLOGICAL)

As this is a generic application according to Article 13, and bioequivalence with a
reference product has been successfully claimed, results of pharmacological and
toxicological tests are not required. These aspects of this product are considered
to be identical to the reference product.

Warnings and precautions as listed on the product literature are the same as

those of the reference product and are adequate to ensure safety of the product
to users, the environment and consumers.
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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

llLA Safety Testing
User Safety

The applicant has provided a user safety assessment in compliance with the
relevant guideline which showed the following:-

Sodium chloride

Sodium chloride is considered the most important salt for maintaining correct
osmotic tension, with between 5-12 g per day being considered normal
consumption in the diet. Although in general considered a non-irritant and non-
toxic substance, high levels can induce irritation of the gastro-intestinal tract,
hypertraemia, vomiting, convulsions or death. Sodium chloride is neither an eye
irritant or skin sensitiser.

Warnings and precautions as listed on the product literature are adequate to
ensure safety to users of the product.

The product will be administered by a veterinarian, and ocular or dermal
exposure are unlikely due to the nature of the packaging. Appropriate user
warnings are included in the SPC.

Ecotoxicity

The applicant provided a Phase | environmental risk assessment in compliance
with the relevant guideline which showed that no further assessment was
required. The assessment concluded that as the product is to be used in a small
number of individual target animals, the Environmental Risk Assessment may
stop at Phase I. Warnings and precautions as listed on the product literature are
adequate to ensure safety to the environment when the product is used as
directed.

Il.B Residues documentation

No residues data were submitted. This was considered acceptable because the
active substance falls under the justification for omission of this data based on
well-established use and the confirmation of bioequivalence, by virtue of the fact
that the product is administered via the same means as the reference product.
Sodium chloride does not require maximum resides level data according to
Table 1 of the Annex to Commission Regulation 37/2010.

Withdrawal Periods

Based on the data provided above, a withdrawal period of zero days for meat
and offal and zero hours for milk were established for cattle and horses.
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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised Procedure
Publicly Available Assessment Report

v CLINICAL ASSESSMENT (EFFICACY)

As this is a generic application according to Article 13, and bioequivalence with a
reference product has been demonstrated, efficacy studies are not required.
The efficacy claims for this product are equivalent to those of the reference
product.

IV.A Pre-Clinical Studies
Pharmacology

As this was a generic application and bioequivalence was successfully claimed
with a reference product, no data were required in this section.

Tolerance in the Target Species of Animals

As this was a generic application and bioequivalence was successfully claimed
with a reference product, no data were required in this section.

IV.B Clinical Studies

As this was a generic application and bioequivalence was successfully claimed
with a reference product, no data were required in this section.

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
for the target species is favourable and the quality and safety of the product for
humans and the environment is acceptable.
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Vetivex 1 (9 mg/ml) Solution for Infusion for Cattle, Horses, Dogs and Cats

Application Number UK/V/0457/001/DC

Dechra Limited Application for Decentralised 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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