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1. Introduction

The Regulation (EU) 2019/6 of the European Parliament and of the Council of 11 December 2018 on
veterinary medicinal products (repealing Directive 2001/82/EC) entered into force on 28 January 2019
and is applicable from 28 January 2022 onwards. One of the scientific and technical recommendations
prepared by the EMA to feed into delegated and implementing acts as part of the implementation of
the Veterinary Medicines Regulation, concerns oral veterinary medicinal products administered via
routes other than medicated feed. The expert group appointed under the EU mandate (Ref. Ares
(2019)4154270 - 01/07/2019)™ for the new veterinary regulation (EU 2019/06) to establish rules for
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the administration of oral products, included in its report a number of recommendations, one of which
relates to the use of biocides in the water used to administer oral veterinary medicinal products.

This concept paper addresses the need to complement the guideline on Quality Aspects of
Pharmaceutical Veterinary Medicines for administration via drinking water (EMEA/CVMP/540/03
Rev.1)® with information relating to the use of biocides in the water used to administer these oral
Veterinary Medicinal Products. The scope of any additional guidance developed will be the same as that
of the parent guideline.

2. Problem statement

The quality of water is an important aspect for Veterinary Medicinal Products administered via drinking
water as highlighted in the parent guideline on Quality aspects of pharmaceutical veterinary medicines
for administration via drinking water (EMEA/CVMP/540/03 rev.1). This guideline covers characteristics
of water such as pH and hardness, which can affect the solubility and/or stability of the active
substance, but it does not include any information regarding the presence of biocides commonly used
in the treatment of the water.

The advice on implementing measures under Article 106 (6) of Regulation (EU) 2019/6 on veterinary
medicinal products - scientific problem analysis and recommendations to ensure a safe and efficient
administration of oral veterinary medicinal products via routes other than medicated feed, published in
August 2020(EMA/CVMP/508559/2019)(), includes the following statement in relation to biocides:

"At farm level, biocides may be used to reduce microbial contamination of drinking water. However,
concomitant administration of biocides and veterinary medicinal products in drinking water may affect
the veterinary medicinal product. Studies have demonstrated that biocides may decrease the stability
of certain antibiotics administered via drinking water, which may result in treatment failures and/or
increase the risk of development of resistance. Biocides may also adversely affect the viability of
bacteria/viruses included in live vaccines leading to a reduced efficacy."

The advice includes the following recommendation:

“"Potential interactions between commonly used biocides and VMPs administered via drinking water
should be assessed and appropriate guidance regarding interactions and incompatibilities should be
provided in the product information."

At the February 2021 CVMP meeting it was agreed to ask QWP to develop guidance to address the
concerns raised by the expert group relating to the use of biocides.

3. Discussion (on the problem statement)

The quality of water used to prepare medicated water is an important aspect for the efficacy of the
treatment.

At some farms, water is not supplied from the tap, but from drills or wells. Given the potential for
microbial contamination, it is common practice that the water from such sources is disinfected.
Chemical disinfection is carried out using biocidal products (Regulation (EU) 528/2012 type 5
products){) to reduce microbial contamination and to avoid the formation of biofilms in pipes. In many
countries, potable water is also treated with biocides although this varies depending on the
country/area.
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Studies show that some antibiotics are subject to degradation in the presence of biocides (5) (6) (7) (8) (9)
(10) (1) Fyrthermore, active substances sensitive to oxidation can be degraded by biocides such as
hydrogen peroxide and active chlorine (12),

This degradation could decrease the nominal dose and, as a consequence, lead to lack of efficacy
and/or an increased risk of resistance development. However, compatibility of the medicated water
with biocides is not currently addressed in the guideline on Quality aspects of pharmaceutical
veterinary medicines for administration via drinking water and there is no EU guidance available to
industry, assessors or product users to address this potential for interaction.

The impact of the presence of biocides in the water used to prepare medicated water should be
considered during the development and authorisation of the relevant medicinal products. Product
specific studies demonstrating compatibility with commonly used biocides should be conducted during
the pharmaceutical development of new products for administration via drinking water, unless
otherwise justified.

This concept paper aims to introduce the assessment of the effect of the use of biocides into the
current guideline.

4. Recommendation

In order to give appropriate guidance in the SPC on the compatibility of a medicated solution in the
presence of biocides, the Quality Working Party recommends the drafting of a new annex to the
current guideline on Quality Aspects of Pharmaceutical Veterinary Medicines for administration via
drinking water regarding assessment of interactions between Veterinary Medicinal Products and
biocides. It is recommended that the annex should include guidance on the testing to be conducted to
establish compatibility of the product with commonly used biocides and appropriate statements to be
included in the SPC.

5. Proposed timetable

November 2021 - discussion and adoption of the Concept Paper by the QWP
January 2022 - adoption of the Concept Paper by the CVYMP
February 2022 - release the Concept Paper for a 3-month consultation

It is anticipated that the draft Annex could be available within 6 months after adoption of the Concept
Paper by the CVMP. The draft Annex would then be released for external consultation for 6 months
before its finalisation within another 6 months. It is expected that the Annex will come into operation 6
months after adoption.

6. Resource requirements for preparation

The revision will involve the EMA-QWP Secretariat, the Joint CHMP/CVMP Quality Working Party and
the CVMP. The QWP should appoint rapporteur and drafting group.

7. Impact assessment (anticipated)

It is anticipated that the guidance will lead to better awareness and improved knowledge regarding
compatibility issues between Veterinary Medicinal Products and biocides and allow for appropriate
information for the user to be included in the SPC’s of products administered via drinking water.
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