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Huvepharma NV

MODULE 1

PRODUCT SUMMARY

Name, strength and
pharmaceutical form

Amphen 200 mg/ml Suspension for Use
Drinking Water for Pigs

in

Applicant Huvepharma NV
Uitbreidingstraat 80
2600 Antwerp
Belgium

Active substance Florfenicol

ATC Vetcode QJO1BA90

Target species Pigs

Indication for use

Treatment and prevention in an infected
environment of porcine respiratory diseases
associated with Actinobacillus
pleuropneumoniae and Pasteurella multocida
sensitive to florfenicol.

The presence of the disease must be
established before the implementation of
preventive treatment.
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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 VMRs 2013 (Schedule 1, Para 1) as
amended.

Date of conclusion of the 07/06/2024

procedure

I. SCIENTIFIC OVERVIEW

This application is for a generic product with Nuflor Drinking Water Concentrate
for Swine 23 mg/ml, Concentrate for Oral Solution as a reference product.
Bioequivalence has been established with regards to the reference product.

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 2 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.

ILQUALITATIVE AND QUANTITATIVE PARTICULARS OF THE
CONSTITUENTS

II.LA. Composition
The product contains florfenicol and the excipients Hypromellose, docusate
sodium, sodium benzoate, hydrochloric acid, simethicone emulsion and purified

water.

The container/closure system consists of HDPE bottles. 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.LB. Description of the Manufacturing Method

1 SPC — Summary of product Characteristics.
2 Efficacy — The production of a desired or intended result.
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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 European guidelines.

Il.C. Control of Starting Materials

The active substance is florfenicol, an established active substance. 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 excipients are described in the relevant monographs.

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.

II.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 site have been
provided demonstrating compliance with the specification. Control tests on the
finished product are those suitable for this pharmaceutical form.

IL.F. Stability
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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

Shelf life of the veterinary medicinal product as packaged for sale: 8 months.
Shelf life after first opening of the immediate packaging: 3 months.

Shelf life after dilution or reconstitution according to directions: 24 hours.
Product as packaged for sale and after first opening: Do not store above 25°C.
Do not freeze. Protect from frost.

. SAFETY AND RESIDUES DOCUMENTATION (PHARMACO-
TOXICOLOGICAL)

llLA Safety Documentation
Pharmacological Studies

Not required due to the legal basis of the application. Bioequivalence was
established with the reference product.

Toxicological Studies

Not required due to the legal basis of the application.

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:,

o This veterinary medicinal product may cause hypersensitivity reactions.

¢ People with known hypersensitivity to florfenicol or sodium benzoate should
avoid contact with the veterinary medicinal product.

o This veterinary medicinal product may be slightly irritating to the skin and
eyes.

¢ Avoid skin or eye contact, including hand-to-eye-contact.

e This veterinary medicinal product may be harmful when ingested, including
effects on male fertility. Avoid oral ingestion, including hand-to-mouth-contact
when preparing the product. Do not eat, drink or smoke while handling this
product.

6/11



Amphen 200 mg/ml Suspension for Use in Drinking Water in Pigs
Huvepharma NV Application for National Procedure
Publicly Available Assessment Report

¢ Personal protective equipment consisting of gloves, clothing and safety
glasses should be worn when handling and mixing the veterinary medicinal
product.

¢ In case of accidental spillage onto eyes, wash them immediately with water.
In case of accidental spillage onto skin, wash immediately the affected area
and take the contaminated clothes off.

e Wash hands after use.

¢ If you develop symptoms following exposure such as skin rash, seek medical
advice immediately and show the package leaflet or the label to the physician.

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

Phase I:
The initial predicted environmental concentration (PEC) in soil is greater than
100 ug/kg and a Phase || ERA was required.

Phase Il Tier A:

A Phase |l tier A data set was provided according to the requirements of the
VICH GL 38 and the CVMP guideline in support of the VICH guidelines including
studies on physico-chemical properties, environmental fate and effects. Studies
were carried out using the active substance florfenicol unless indicated
otherwise.

Physico-chemical properties

Study type Guideline Result

Water solubility OECD 105 | 1438 mg/l
Dissociation constants in water OECD 112 | 6.72 (20°C)
pKa

UV-Visible Absorption Spectrum OECD 101 | 193.227 (pH 7)
Melting Point/Melting Range OECD 102 | 157.7°C
Vapour Pressure OECD 104 | 4.2x10°%
n-Octanol/Water Partition OECD 107 | 0.2(pH7)
Coefficient logP,y

Environmental fate

Study type Guideline Result

Soil Adsorption/Desorption OECD 106 | geometric mean Ky, 14.7 ml/g
Aerobic and Anaerobic OECD 307 | Arithmetic mean DTs, 10.3 days
Transformation in Soil (20°C)

Environmental effects

Study type Guideline Endpoint | Result
Algae, Growth Inhibition OECD 201 ECs 0.449 mg/l
Anabaena flos-aquae

Daphnia sp. immobilisation OECD 202 ECso > 100 mg/l
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Study type Guideline Endpoint | Result

Fish, acute toxicity OECD 203 LCsq > 100 mg/l
Danio rerio

Nitrogen Transformation Test OECD 216 % effect < 25%

(100 days)

Terrestrial Plants, Growth OECD 208 ECs 0.286 mg/kg
Beta vulgaris

Earthworm subacute/reproduction OECD NOEC 5.5 mg/kg
Eisenia fetida 220/222

Exposure assessment (Predicted exposure concentration)

PEC value for soil, groundwater and surface water were calculated using the
equations provided in the CVMP guidelines. The dose and duration of treatment
were taken from the proposed SPC of the product. The following PEC values
were calculated.

Target animal PEC
Soil (ug/kg) Groundwater (ug/l) | Surfacewater (ug/l)
Weaner pig 434 255 g/l 85 ug/l

Risk Characterisation (Risk Quotient)

Using the assessment factors (AF) in VICH guidelines predicted no effect
concentrations (PNEC) were calculated and compared with the PEC values for
each target animal as follows.

Weaner Pigs

Test organism End point AF PNEC PEC RQ
Algae, Growth 0.449 mg/l 100 4.49 85 ugl/l 18.9
Inhibition
Daphnia sp. > 100 mgl/l 1000 100 85 ugl/l 0.85
immobilisation
Fish, acute > 100 mgl/l 1000 100 85 g/l 0.85
toxicity
Soil Micro < 25% - No Risk
organisms:

Terrestrial Plants, | 0.286 mg/kg | 100 32.86 434 152
Growth

Earthworm 5.5 mg/kg 10 550 434 0.79
reproduction

At Tier A, RQ values of less than 1 were calculated for all species except
terrestrial plants and algae. Even after further assessment at Tier B, risks to both
terrestrial plants and algae could not be ruled out.

Since the PEC groundwater level exceeded the acceptable threshold of 0.1 ug/I,

a human health risk assessment and an evaluation of the risks posed by
florfenicol to groundwater ecosystems were conducted. While the risk to human
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health was found to be acceptable, an unacceptable risk to groundwater
ecosystems was identified.

The following wording was added to the product literature to address the
identified risk:

Special precautions for the protection of the environment

The use of the veterinary medicinal product poses a risk to terrestrial organisms
(plants) and aquatic organisms (cyanobacteria), including groundwater
organisms.

In order to prevent any adverse effects on terrestrial plants and algae and
possible contamination of groundwater, manure from treated pigs must not be
spread onto land without dilution with manure from untreated pigs. Manure from
treated pigs must be diluted with at least 5 times the weight of manure from
untreated pigs before it can be spread onto arable land or before the manure is
traded.

Environmental properties
Florfenicol is toxic for cyanobacteria, groundwater organisms, and terrestrial
plants.

lll.B.2 Residues documentation
Residue Studies

No residue depletion studies were conducted because the withdrawal period is
the same as for the reference product.

MRLs
MRLs are listed below:

Pigs
Muscle 300 ug/kg
Liver 2000 ug/kg
Kidney 500 ug/kg
Fat / skin 500 ug/kg

Withdrawal Periods

Based on the data provided, a withdrawal period of 20 days for meat in pigs are
justified.

IV. CLINICAL DOCUMENTATION
IV.I. Pre-Clinical Studies
Pharmacology

Not required due to the legal basis of the application.
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Tolerance in the Target Species

Not required due to the legal basis of the application.
IV.II. Clinical Documentation

Not required due to the legal basis of the application.

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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