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Introduction

Article 114(3) of Regulation (EU) 2019/6* requires the European Commission to establish, by means of
implementing acts, a list of substances used in veterinary medicinal products authorised in the Union
for use in food-producing terrestrial animal species or substances contained in a medicinal product for
human use authorised in the Union in accordance with Directive 2001/83/EC or Regulation (EC) No
726/20042, which may be used in food-producing aquatic species in accordance with Article 114(1) of
Regulation (EU) 2019/6. Only the substances on this list may be allowed for use in food-producing
aquatic species in accordance with Article 114(1).

In a letter dated 12 April 2023, the European Commission requested3 the European Medicines Agency
(EMA) to provide scientific advice on the substances that may be considered for inclusion in the list.

To prepare the scientific advice, the EMA’'s Committee for Veterinary Medicinal Products (CVMP) formed
an expert group, which was composed of 9 experts selected from the European network of experts on
the basis of recommendations from Member States’ national competent authorities or ministries, or the
EMA. In view of the criteria to be considered in the scientific assessment pursuant to Article 114(3) of
Regulation (EU) 2019/6 and as described in further detail below, the group’s composition covered the
following areas of expertise or knowledge:

1 Regulation (EU) 2019/6 of the European Parliament and of the Council of 11 December 2018 on veterinary medicinal
products and repealing Directive 2001/82/EC, available from: https://eur-lex.europa.eu/eli/reg/2019/6/0j/eng

2 Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down Community
procedures for the authorisation and supervision of medicinal products for human and veterinary use and establishing a
European Medicines Agency (Text with EEA relevance), available from https://eur-lex.europa.eu/eli/reg/2004/726/0j/eng
3 The request for scientific advice from the European Commission related to the adoption of implementing measures under
Article 114(3) of Regulation (EU) 2019/6 is available from this link, and is reported in section 1.1 of this scientific advice
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e medicines for food-producing aquatic species in the different production systems;

e assessment of environmental risk associated with use of medicines in the different aquaculture
production systems;

e antimicrobials;

e EMA’s scientific advice to the Commission under Article 107(6) of Regulation (EU) 2019/6 for the
establishment of a list of antimicrobials (AM) which shall not be used in accordance with Articles
112, 113 and 114 of the same Regulation, or which shall only be used in accordance with these
articles subject to certain conditions?;

e production systems used in aquaculture.

A number of scientific staff members of the EMA with expertise in toxicology, medicines and data
analysis contributed to the development of the advice, and Commission representatives attended
expert group meetings.

The CVMP was regularly informed of the progress of the work and provided input as needed.

The initial deadline for the scientific advice was 30 November 2024. However, in order to accommodate
the assessment of the high number of eligible substances (more than 600 excluding the immunological
substances) as well as the methodological amendments recommended by CVMP during the process,
EMA requested a 6-month extension, to 31 May 2025, which was granted by the Commission.

A draft of this scientific advice was submitted to the CVMP on 1 April 2025 for comments.

The CVMP adopted the scientific advice on 15 May 2025.

Considerations and rationale for the recommendations

As requested by the European Commission, the Agency based the assessment on the criteria laid down
in Article 114(3) of Regulation (EU) 2019/6:

‘(a) risks to the environment if the food-producing aquatic species are treated with those substances;

(b) impact on animal and public health if the food-producing aquatic species affected cannot receive an
antimicrobial listed in accordance with Article 107(6);

(c) availability or lack of availability of other medicinal products, treatments or measures for
prevention or treatment of diseases or certain indications in food-producing aquatic species.’

The Agency also took into account the considerations and the clarifications provided by the European
Commission as described in further detail in section 1.

In the case of non-immunological substances, the substances identified by the aquaculture sector as
important for the treatment of fish underwent a detailed assessment, while the substances not
identified as such underwent a high-level assessment. The methodology is addressed in sections 3.1.1,
3.1.2 and 3.1.3.

In the case of immunological substances, only substances that target pathogens relevant for food-
producing aquatic species were considered.

4 EMA/CVMP/151584/2021, ‘Scientific advice under Article 107(6) of Regulation (EU) 2019/6 for the establishment of a list
of antimicrobials which shall not be used in accordance with Articles 112, 113 and 114 of the same Regulation or which
shall only be used in accordance with these articles subject to certain conditions, available from:
https://www.ema.europa.eu/system/files/documents/regulatory-procedural-guideline/vet reg cascade list report en.pdf.
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Overview of recommendations

Based on the evaluations presented in sections 2 and 3 of this scientific advice, 359 non-immunological
substances and no immunological substance are recommended for inclusion in the list. Please refer to
the table of section 4.

Points for further consideration

(i) This work is based on the information available and identified at the time of the assessment. It is
anticipated that new information may be available in the future. For example, the authorisation of
a first veterinary medicinal product for food-producing terrestrial species, or the authorisation of a
first medicinal product for human use, may make eligible a substance currently not eligible for
assessment. The same may result from the establishment of MRLs for new substances. On the
contrary, the withdrawal of an authorisation of the only medicinal product containing the active
substance concerned may make not eligible a substance currently eligible for assessment. Finally,
new information on the environmental risk of an eligible substance may become available, that
would raise the possibility of a change to the overall assessment against the criteria of Article
114(3) of Regulation (EU) 2019/6 and hence to the recommendation to include or not include in
the list, or to recommend a specific risk mitigation measure. For these reasons, it is considered
that the list would need to be revised in the future.

(ii) This work is based on the criteria set out in Article 114(3) of Regulation (EU) 2019/6 and on the
other elements set out in the mandate from the Commission. These criteria do not formally include
as such the usefulness of the substance for food-producing aquaculture® ¢, Consequently, a
number of substances recommended for inclusion in the list do not have an identified use in food-
producing aquatic species. Nevertheless, this report does indicate which substances have been
identified by the aquaculture sector as important for the treatment of food-producing aquatic
species.

(iii) The assessment against criterion (a) (risks to the environment) has been considered using
accessible available information, however this assessment is not considered equivalent to a full
environmental risk assessment described in Annex II of Regulation (EU) 2019/6.

5 However, as indicated above, criterion (c) addresses the availability of other medicinal products
6 However, as indicated above, the immunological substances were considered where the pathogens concerned are relevant
for food-producing aquatic species
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1. Terms of reference and scope

1.1. Mandate from the European Commission to the EMA to provide
scientific advice on the substances that may be considered for inclusion in
the list

According to Article 114(3) of Regulation (EU) 2019/6 (‘VMP Regulation’), the Commission is to
establish, by means of implementing acts, a list of substances used in veterinary medicinal products
authorised in the Union for use in food-producing terrestrial animal species or substances contained in
a medicinal product for human use authorised in the Union in accordance with Directive 2001/83/EC or
Regulation (EC) No 726/2004, which may be used in food-producing aquatic species in accordance with
Article 114(1)(‘the list’).

The Agency is requested to provide scientific advice on the substances that may be considered for
inclusion in the list. The Agency’s assessment of those substances must be based on the criteria laid
down in article 114(3):

‘(a) risks to the environment if the food-producing aquatic species are treated with those substances;

(b) impact on animal and public health if the food-producing aquatic species affected cannot receive an
antimicrobial listed in accordance with Article 107(6);

(c) availability or lack of availability of other medicinal products, treatments or measures for
prevention or treatment of diseases or certain indications in food-producing aquatic species.’

Criterion (a) is about the risks associated with harmful effects that uses of a substance in accordance
with Article 114(1) may cause to the environment. In the case of antimicrobials, the development of
resistance as a result of exposure of the environment and the related risks for animal and public health
are outside the scope of criterion (a). This aspect is considered under Article 107(6).

Criterion (b) is about the impact on animal and public health where food-producing aquatic species
cannot be treated with antimicrobials which might not be allowed for use on the basis of Article 107(6).

Criterion (c) aims to underline the importance of the availability of treatment for food-producing
aquatic species, which in the case of antimicrobial substances might also be impacted by any
prohibition or conditions of use recommended in the Agency’s scientific advice in relation to Article
107(6).

When performing the assessment, the Agency should take into account the following elements:

1. The overall objective of the VMP Regulation is to increase the availability of veterinary medicinal
products, while guaranteeing the highest level of public and animal health and environmental
protection.

2. Substances included in the Annex to Commission Implementing Regulation (EU) No 2022/1255
designating antimicrobials or groups of antimicrobials reserved for treatment of certain infections
in humans” are prohibited for use in animals and outside the scope of this mandate.

3. Pursuant to Article 114(6), pharmacologically active substances included in the medicinal product
used in accordance with paragraph 1 of that article need to be allowed in accordance with
Regulation (EC) No 470/20098 and any acts adopted on its basis. Therefore, only the substances

7 Commission Implementing Regulation (EU) 2022/1255 of 19 July 2022 designating antimicrobials or groups of
antimicrobials reserved for treatment of certain infections in humans, in accordance with Regulation (EU) 2019/6 of the
European Parliament and of the Council, available from: https://eur-lex.europa.eu/eli/reg impl/2022/1255/0j/eng

8 Regulation (EC) No 470/2009 of the European Parliament and of the Council of 6 May 2009 laying down Community
procedures for the establishment of residue limits of pharmacologically active substances in foodstuffs of animal origin,
repealing Council Regulation (EEC) No 2377/90 and amending Directive 2001/82/EC of the European Parliament and of the
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included in Table 1° of the Annex to Commission Regulation (EU) No 37/2010%° and used in
veterinary medicinal products authorised in the Union or contained in a medicinal product for
human use authorised in the Union in accordance with Directive 2001/83/EC or Regulation (EC) No
726/2004 should be assessed against the criteria laid down in Article 114(3) and considered for the
Agency'’s scientific advice. The substances included in Table 2 of that Annex are outside the scope
of this mandate.

4. Antimicrobial substances that could be recommended for a prohibition or conditions of use in food-
producing aquatic animals in the Agency’s scientific advice requested by the Commission in relation
to Article 107(6) should be assessed under the criteria laid down in Article 114(3).

5. Any scientific and technical evidence available that is relevant for the assessment of risks to the
environment if the food-producing aquatic species are treated with the substances concerned.

6. Various productions systems in the EU, such as sea cages, ponds, raceways, on land recirculating
aquaculture systems, and their specificities, as well as various routes of administration or
pharmaceutical forms should also be taken into account when assessing substances under this
mandate. In this respect, conditions of use and risk mitigation measures for the protection of the
environment could be proposed in relation to the substances recommended for inclusion in the list.

Article 114(3) requires the Commission to adopt the implementing act at the latest by 27 January
2027.

The scientific advice was initially requested by the Commission by 30 November 2024. A 6-month
extension was granted by the Commission, postponing the deadline to 31 May 2025.

1.2. Clarifications

Clarifications on the mandate were provided by the European Commission to the Agency and to the
expert group. These clarifications are reported below.

General scope of the mandate

All eligible substances (please see the below clarification points, as well as section 2.1 Eligibility
analysis) were considered within the scope of this mandate and then needed to be addressed, even
when no need or use was identified for food-producing aquaculture.

Active substances contained in VMPs authorised in the Union for food-producing aquatic
species.

According to Article 114(7), Article 114shall apply also when an authorised VMP is not available in the
relevant Member State (e.g. due to shortages). The order laid down in Article 114(1) has to be
respected. Only once the options under one paragraph of that article have been exhausted, may the
options in the next paragraph be used.

However, since availability issues due to e.g. shortages are interconnected, it can also happen that
VMPs for the same or another food-producing aquatic species, for the same indication or another
indication are not available in the other Member States where they are authorised either. When the

Council and Regulation (EC) No 726/2004 of the European Parliament and of the Council (Text with EEA relevance),
available from: https://eur-lex.europa.eu/eli/reg/2009/470/0j/eng

9 All along this report, any reference to ‘Table 1’ should be understood to relate to Table 1 of the annex to Regulation (EU)
No 37/2010

10 Commission Regulation (EU) No 37/2010 of 22 December 2009 on pharmacologically active substances and their
classification regarding maximum residue limits in foodstuffs of animal origin (Text with EEA relevance), available from:
https://eur-lex.europa.eu/eli/reg/2010/37(1)/0j/eng
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options under Article 114(1)(a) have been exhausted, and in order to avoid animal welfare or animal
health issues, veterinarians are allowed to use VMPs authorised for food-producing terrestrial species
as described in Article 114(1)(b).

In practical terms, this means that veterinarians may also need to make recourse to veterinary
medicinal products authorised in the EU for food-producing terrestrial animals or to medicinal products
for human use authorised in the EU, containing substances that are also contained in (a) veterinary
medicinal product(s) authorised in the EU for food-producing aquatic species.

Therefore, for the purposes of the scientific advice requested, the Agency needed to consider all active
substances contained in VMPs authorised in any Member State for food-producing aquatic species
where these substances are also contained in a VMP authorised in the EU for food-producing terrestrial
animals or in a medicinal product authorised in the EU for humans, as required in Article 114(3).

Homeopathic substances

Homeopathic substances are within the scope of this mandate. Active substances of homeopathic
veterinary medicinal products authorised, if any, in the Union for use in food-producing terrestrial
animal species or of homeopathic medicinal products for human use authorised, if any, in the Union in
accordance with Directive 2001/83/EC or Regulation (EC) No 726/2004 were to be considered by the
expert group in their recommendations under the mandate, as long as these substances are allowed in
accordance with Regulation (EC) No 470/2009 and any acts adopted on its basis. Active substances
included in homeopathic veterinary medicinal products registered in the Union for use in food-
producing terrestrial animal species or of homeopathic medicinal products for human use registered in
accordance with Directive 2001/83/EC or Regulation (EC) No 726/2004, were considered outside the
scope of this mandate.

Herbal substances

Herbal substances are within the scope of this mandate. The legislation of veterinary medicinal
products does not envisage a special procedure for the placing on the market of traditional herbal
products. Herbal substances used as active substances in veterinary medicinal products authorised in
the Union for use in food-producing terrestrial animal species or contained as active substances in
herbal medicinal products for human use authorised, if any, in the Union in accordance with Directive
2001/83/EC or Regulation (EC) No 726/2004 were to be considered by the expert group in their
recommendations under the mandate, as long as these substances are allowed in accordance with
Regulation (EC) No 470/2009 and any acts adopted on its basis.

Food additives

Food additives are within the scope of this mandate. Substances which are classified as food additives
and are used as active substances in veterinary medicinal products authorised in the Union for use in
food-producing terrestrial animal species or contained as active substances in medicinal products for
human use authorised in the Union in accordance with Directive 2001/83/EC or Regulation (EC) No
726/2004 were to be considered by the expert group in their recommendations under the mandate, as
long as these substances are allowed in accordance with Regulation (EC) No 470/2009 and any acts
adopted on its basis.

Active substances versus excipients

Substances that are only allowed for use as excipients in accordance with Regulation (EC) No
470/2009 and any acts adopted on its basis are considered outside the scope of the mandate.
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Substances whose use is not limited to excipients only and which are used as active substances in
veterinary medicinal products authorised in the Union for use in food-producing terrestrial animal
species or contained as active substances in medicinal products for human use authorised in the Union
in accordance with Directive 2001/83/EC or Regulation (EC) No 726/2004 were to be considered by the
expert group in their recommendations under the mandate, as long as these substances are allowed in
accordance with Regulation (EC) No 470/2009 and any acts adopted on its basis.

Active substances of immunological medicinal products

Regulation (EC) 470/2009 does not apply to active principles of biological origin intended to produce
active or passive immunity or to diagnose a state of immunity, used in immunological veterinary
medicinal products [Article 1(2)]. Therefore, these active principles do not require an MRL assessment
to be used in food-producing animals.

Immunological medicinal products fall within the scope of Article 114(1) and (2) as evident also from
paragraph 4 of that Article.

Therefore, the active substances of immunological medicinal products were to be considered by the
expert group as part of the mandate.

However, immunological medicinal products are linked to particular pathogens and pathogens are often
species-specific. Therefore, the expert group had to consider active substances of immunological
medicinal products for assessment only when the pathogens concerned affect food-producing aquatic
species.

Beta-agonists

Beta-agonists are included in Annex II, List B of Directive 96/22/EC!! , therefore they are prohibited
substances with derogations. According to the same Directive, the derogations are the following:

e to induce tocolysis in cows when calving;

e to treat respiratory problems, navicular disease and laminitis and to induce tocolysis in Equidae.
The administration of beta-agonists to food-producing aquatic animals is illegal treatment. Therefore,
these substances are considered outside of the scope of the mandate.

2. Eligibility analysis

Prior to the assessment of substances against the criteria laid down in Article 114(3), it was necessary
to identify the substances that would be eligible for assessment. This section describes the
methodology used for the eligibility analysis as well as the outcome of this analysis. The assessment of
eligible substances is presented in section 3 of this report.

11 Council Directive 96/22/EC of 29 April 1996 concerning the prohibition on the use in stockfarming of certain substances
having a hormonal or thyrostatic action and of beta-agonists, and repealing Directives 81/602/EEC, 88/146/EEC and
88/299/EEC’, available from: https://eur-lex.europa.eu/eli/dir/1996/22/0j/eng.

Scientific advice under Article 114(3) of Regulation (EU) 2019/6 on veterinary medicinal products - List of

substances used in veterinary medicinal products authorised in the Union for use in food-producing terrestrial

animal species or substances containe

EMA/CVMP/29892/2024 Page 8/63


https://eur-lex.europa.eu/eli/dir/1996/22/oj/eng

2.1. Non-immunological substances

2.1.1. Methodology for eligibility analysis

As per the mandate and the clarifications provided by the European Commission on the interpretation
of this mandate, the substances to be assessed against the criteria laid down in article 114(3) need to
meet three conditions:

(i) bein Table 1 (allowed substances) of the Annex to Commission Regulation (EU) No 37/2010 on
pharmacologically active substances and their classification regarding maximum residue limits in
foodstuffs of animal origint2 13 14 15 and

(ii) be active substances of veterinary medicinal products authorised in the Union for use in food-
producing terrestrial animal species or be active substances of medicinal product for human use
authorised in the Union, and

(iii) not be included in the Annex to Commission Implementing Regulation (EU) 2022/1255 designating
antimicrobials or groups of antimicrobials reserved for treatment of certain infections in humans.

Consequently, the first step carried out was to determine which substances meet the three above
conditions, i.e. which substances are eligible for assessment.

Substances used as active in VMP
authorised on the Union in food producing
terrestrial species

Substances used as active in human
medicines authorised in the Union

ELIGIBLE

AMs reserved for human use
Substances of table 1 (Reg 2022/1255)
(MRL Reg 37/2010)

The point of departure was the Table 1 of the Annex to Commission Regulation (EU) No 37/2010.
Indeed, all the eligible substances need to be in Table 1. The number of entries in this Table 1 (663) is
much lower than the number of veterinary medicinal products (more than 45.000) or the humber of
medicinal products for human use (more than 157.000) or the number of active substances in these
products (more than 3.900 active substances for veterinary use, more than 13.700 active substances
for human use). Each of the 663 entries of Table 1 was considered. The information from Table 1 that
was used was the column entitled ‘Pharmacologically active substance’. The column entitled ‘Other

12 Table 1 of the Annex to Commission Regulation (EU) No 37/2010. Last accessed: November 2023 (consolidated version
of 12 November 2023)

13 Substances that are only allowed for use as excipients in accordance with Regulation (EC) No 470/2009 and any acts
adopted on its basis are considered outside the scope of this mandate.

14 Substances included in the ‘list of chemical-unlike biological substances considered as not requiring an MRL evaluation as
per Regulation (EU) No. 2018/782 with regard to residues of veterinary medicinal products in foodstuffs of animal origin’
are considered within the scope of this mandate - if they also meet conditions (ii) and (iii)

15 Active substances of immunological products are also considered within the scope of this mandate
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Provisions’1® was considered where appropriate for the eligibility analysis, i.e. where these other
provisions had an impact on the decision to retain a substance as eligible for assessment: substance
excluded since used as excipients or preservative only, substances excluded from the group entry for
food additives, and substances identified as for use in homeopathic products only (see below approach
when addressing questions (1) and (2). It is considered that the other ‘Other Provisions’ do not have
any impact on the eligibility.

The entries that relate to a single substance were used directly.

The entries that were group entries were developed into several substances [except the group entry
‘Substances used in homeopathic veterinary medicines’]:

The group entry ‘Food additives (substances with a valid E number approved as additives in foodstuffs
for human consumption)’ was developed into individual substances, according to Table 3 of Regulation
(EC) No 1333/2008!7 of the European Parliament and of the Council which provides a Union list of food
additives. The ‘Other Provisions’ column in Table 1 state ‘Only substances approved as additives in
foodstuffs for human consumption, with the exception of preservatives listed in part C of Annex III to
European Parliament and Council Directive 95/2/EC’, meaning that some food additives with E number
are excluded from the group entry. These excluded food additives were not included unless they had a
specific individual entry in Table 1. The food additives not excluded as per this exception were
considered individually.

The group entry ‘Sulfonamides (‘all substances belonging to the sulfonamide group’) was developed
into 44 individual sulfonamide substances based on WHO ATC (ATCDDD - ATC/DDD Index) and WHO
ATCVet indexes (ATCDDD - ATCvet).

The group entry ‘Iodine and iodine inorganic compounds including: — Sodium and potassium iodide —
Sodium and potassium iodate — Iodophors including polyvinylpyrrolidone-iodine’ was developed into
three individual substances, iodine, potassium iodide, and povidone iodinated.

The group entry ‘stem cells’ - from the list of chemical-unlike biological substances considered as not
requiring an MRL evaluation as per Regulation (EU) No. 2018/782 with regard to residues of veterinary
medicinal products in foodstuffs of animal origin - was developed into the relevant individual
substances.

In total, the 663 entries in Table 1 lead to 985 substances (corresponding to 985 lines in the eligibility
analysis table available in section 5.1). Each of these 985 substances was analysed to determine
whether the substance is eligible for assessment.

Substances that are only allowed for use as excipients in accordance with Regulation (EC) No
470/2009 and any acts adopted on its basis are considered outside the scope of the mandate.
Consequently, the 14 entries corresponding to the substances allowed as excipients only, as well as
the 4 entries corresponding to preservatives only (which are by definition excipients) were considered
not eligible for assessment. These 18 excipients are identified as ‘out of scope’ in the eligibility analysis
table (see section 5.1).

Beta-agonists are included in Annex II, List B of Directive 96/22/EC!8, therefore they are prohibited
substances with derogations. These derogations do not cover the use in food-producing aquatic
species. Consequently, clenbuterol is identified as ‘out of scope’ in the eligibility analysis table (see

16 All along this report, the reference to the ‘Other Provisions’ column should be understood to relate to the column of Table
1 of the annex to Regulation (EU) No 37/2010

17 Regulation (EC) No 1333/2008 of the European Parliament and of the Council of 16 December 2008 on food additives,
available from: https://eur-lex.europa.eu/eli/reg/2008/1333/0j/eng

18 Council Directive 96/22/EC of 29 April 1996 concerning the prohibition on the use in stockfarming of certain substances
having a hormonal or thyrostatic action and of beta-agonists, and repealing Directives 81/602/EEC, 88/146/EEC and
88/299/EEC’, available from: https://eur-lex.europa.eu/eli/dir/1996/22/0j/eng
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section 5.1) and considered not eligible for assessment. No other prohibited substances were
identified.

For each of the remaining 966 substances, it was determined:

(1) whether it is an active substance in veterinary medicinal products authorised in the Union for use
in food-producing terrestrial animal species as per the Union Product Database (UPD)?°. In case of
a positive answer, an example of such a veterinary medicinal product was mentioned.

(2) whether it is an active substance of medicinal products for human use authorised in the Union as
per the Article 57 database?0. In case of a positive answer, an example of such a medicinal product
for human use was mentioned.

(3) whether it is a substance included in the Annex to Commission Implementing Regulation (EU)
2022/1255 designating antimicrobials or groups of antimicrobials reserved for treatment of certain
infections in humans. Since this Annex refers not only to individual substances but also to groups
of substances, the groups of substances were developed into individual substances. In practice, the
only substances of this Annex which are also in Table 1 of the Annex to Commission Regulation
(EU) No 37/2010 are in the group of antimicrobials *Combinations of cephalosporins with beta-
lactamase inhibitors’.

The responses to questions (1) (2) and (3) were used to determine the eligibility for assessment as
follows.

Table 1. Determination of eligibility

(1)

Active substance in
VMP in the EU for
use in food-

producing terrestrial
animal species?

Yes

Yes
No
No

(2)

Active substance in
medicinal product
for human use in the
EU?

Yes

No
Yes
No

€))

Antimicrobial or
groups of
antimicrobials
reserved for
treatment of certain
infections in
humans?

No

No
No

Yes

Eligibility for
assessment

Yes

Yes
Yes
No
No

Note: “-" means “Yes” or "No”. Indeed, whatever the value of this field, the eligibility is not changed.

The response to the above questions (1) (2) and (3) were automated (scripts).

19 The Union Product Database (UPD) serves as a single source of information on all authorised veterinary medicines and
their availability in European Union (EU) and European Economic Area (EEA). EMA sets up and maintains the veterinary
medicines information website and the Union Product Database, in collaboration with the Member States and the European
Commission. Legal basis: Articles 56-57 of Regulation (EU) 2019/6. Available from:
https://www.ema.europa.eu/en/veterinary-regulatory-overview/veterinary-medicinal-products-regulation/union-product-

database

20 EMA publishes data from the Article 57 database on all medicines authorised in the European Economic Area (EEA).
Marketing authorisation holders must submit and maintain this information in accordance with EU legislation. Legal basis:
Article 57 of Regulation (EC) No. 726/2004. Available from: https://www.ema.europa.eu/en/human-regulatory-
overview/post-authorisation/data-medicines-iso-idmp-standards-post-authorisation/public-data-article-57-database
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A preliminary manual step was conducted before the automated analysis in order to harmonise the
substance names between Table 1 and databases or between databases. Indeed, the same substance
may have different names in these different data sources.

Finally, the results of the automated analysis were manually checked and corrected as needed. The
public interface of the Union Product Database?! and the Article 57 database as publicly available?2
were the basis of the manual check for active substances in veterinary medicinal products authorised
in the Union for use in food-producing terrestrial species and for active substances in human medicinal
products authorised in the Union, respectively.

Mistakes identified and corrected during the manual review included:

e Listing of homeopathic medicinal products as examples for pharmaceutical or herbal/non-
homeopathic active substances.

e Listing of non-authorised veterinary medicinal products.

e Listing of products in which the active substance is different than the one under eligibility analysis.
e Listing of products authorised in the United Kingdom only.

e Listing of products in which an excipient was mistakenly identified as an active substance.

e Incomplete information in medicinal product entry, with only dosages provided instead of the
product itself.

For the substances used in homeopathic products, further to the responses to questions (1), (2), (323),
in determining the eligibility, consideration was given on identifying authorised (as opposed to
registered) homeopathic products, as per the mandate and as clarified by the European Commission.
This step was done manually. In doing so, for veterinary homeopathic products for use in food-
producing terrestrial species, the entitlement type in the Union Product Database was checked.
Products listed under the entitlement ‘Homeopathic Registration’ were considered registered (not
authorised). For those listed under the entitlement *Marketing Authorisation’, the authorisation status
was confirmed with National Competent Authorities (NCAs) via their website or via email. Human
homeopathic products were considered authorised if listed in Article 57 database for active substances
in human medicinal products authorised in the Union and not recorded by EMA as registered human
homeopathic products.

As indicated above, when a substance was identified as an active substance in veterinary medicinal
products authorised in the Union for use in food-producing terrestrial animal species or as an active
substance of medicinal product for human use authorised in the Union, an example of such medicinal
product was mentioned. This example of medicinal product is used only to illustrate the eligibility of the
substance, not to recommend the use of this specific medicinal product in accordance with Article
114(1). Moreover, some of the medicinal products given as illustration contain a combination of active
substances, and for this reason or another reason (e.g. pharmaceutical form, concentration) may not
be suitable (or even not be allowed in case of combination of an eligible substance with non-eligible
substance(s)) for the use in accordance with Article 114(1). Finally, the ‘Other Provisions’ in Table 1 of
the Annex to Commission Regulation (EU) No 37/2010 were not considered when giving an example of
medicinal product, except for the entry ‘Food additives (substances with a valid E number approved as
additives in foodstuffs for human consumption)’ and for the entry ‘Substances used in homeopathic

21 Union Product Database. Last accessed: 2024, available from: https://www.ema.europa.eu/en/veterinary-
regulatory/overview/veterinary-medicines-requlation/union-product-database.

22 Article 57 product data. Last accessed: 2024, available from: https://www.ema.europa.eu/en/human-regulatory-
overview/post-authorisation/data-medicines-iso-idmp-standards-post-authorisation/public-data-article-57-database.
23 The response to Q3 was always no for homeopathics.
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veterinary medicines’. It is up to the responsible veterinarian to select the appropriate medicinal
product for use in accordance with Article 114(1).

When addressing questions (1) and (2), the below approach was followed:

When the substance was identified as included in non-homeopathic medicinal products, only non-
homeopathic medicines (including herbal non-homeopathic medicines) were considered.

When the substance was identified as included in homeopathic medicinal products as per the ‘Other
Provisions’, only authorised homeopathic medicines were considered.

The entry in Table 1 of the annex to Regulation (EU) No 37/2010 for ‘Substances used in
homeopathic veterinary medicines’ was considered as a unique entity complementing the individual
entries for substances with homeopathic provisions and was not developed into several substances.
The example given in Annex 5.1 to illustrate the eligibility of this entry is a homeopathic veterinary
medicinal product for food-producing terrestrial animal authorised in the Union, containing several
substances which do not have an individual entry in table 1 of the Annex to Regulation (EU) No
37/2010 and which meet the condition of concentration mentioned in the ‘Other Provisions’
column: ‘does not exceed one part per ten thousand’. Should this entry be used in accordance with
Article 114(1), it would be up to the responsible veterinarian to choose the appropriate substance
and the appropriate veterinary medicinal product. No example of medicinal product for human use
(see mention ‘Not Applicable’ in the eligibility table) was given since this would depend on the
substance chosen, but there is no impact on eligibility since the entry is validated by an example of
medicinal product for food-producing terrestrial animal.

When the only identified medicine(s) were tests for allergy or allergotherapy, they were still
considered despite the fact they may not be appropriate to deliver the right quantity of active
substance.

When the identified medicine(s) were radioactive, they were not considered.

When the identified medicine(s) were cell therapy products based on autologous human cells, they
were not considered.

The sodium salts, lactate salts, sulphate salts, acetates, hydrochlorides and hydrates of an active
substance were considered to be the same active substance, since their safety and efficacy is
expected to be the same. However, for the entries in Table 1 mentioning only a specific salt (e.g.
sodium salt), only this specific salt was considered.

The bromide salts of an active substance were considered to be a different active substance, since
their safety and efficacy is expected to be different.

17B-oestradiol was not considered due to its removal from Table 1 of Regulation (EU) No 37/2010
during this work as per Commission Implementing Regulation (EU) 2024/860 of 18 March 2024
amending Regulation (EU) No 37/2010 as regards the substance 17B-oestradiol?4.

24 Commission Implementing Regulation (EU) 2024/860 of 18 March 2024 amending Regulation (EU) No 37/2010 as
regards the substance 17B-oestradiol’, available from: https://eur-lex.europa.eu/eli/reg impl/2024/860/0j.
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2.1.2. Eligibility table

The complete eligibility table is available in annex 5.1 and consists of the following columns:

1st step:

tant or substances in a
out of ?eason Table 1 of ML S G SOIEATE 3rd step: analysis result
scope for Regulation names
subs- | MBROE ) 3777010
tant or
Hance for out
(y/nfout | of scope bl [
f Original 5MS? Substance name terres- | VMP name HMP= HMP 1
o extracted name {cleaned) trial* example (v/n) name example
scope) (y/n)
BULMECTING
: . 0,2% medicated
Mo Abamectin Abamectin yes premix for cattle, no no yes
sheep and horses
WERMUTKRAUT ZUR
Mo Absinthium extract | Absinthium extract no yes ANWENDUNG BEI no yes
ERWACHSENEN UND

Important or out of scope substance: this column indicates whether the substance is considered
important or not for the treatment of food-producing aquatic species [not used for eligibility analysis,
See section 3.1.1], and whether the substance is out of scope (i.e. used as excipient only, or beta-
agonist) [used for eligibility analysis]. This information is expressed in a “yes” or “*no” or “out of scope”
format.

Reason for important or for out of scope: when the substances are considered important, this
column mentions why they are considered important (See section 3.1.1). When the substances are out
of scope, this column mentions why they are considered out of scope.

1st step: substances in Table 1 of Regulation (EU) No 37/2010: this column contains the name
of the substances as listed in the Table 1 of the Annex to Regulation (EU) No 37/2010.

2 step: cleaned substances names: this column contains the name of the substances in the
previous column adjusted after mapping them with the names in the EMA Substances Management
System, which is the system used to identify substances in the EMA databases (including UPD and
Article 57 database).

3rd step: analysis results: this column has 4 sub-columns that provide information about whether
the substances are used in Human and Veterinary medicinal products.

e VMP FP terrestrial (y/n): this column contains information about whether the substance
is used as active substance in a veterinary medicinal product (VMP) for food-producing
terrestrial species as per UPD. This information is expressed in a “yes” or “no” format. See
also point (1) of section 2.1.1.

¢ VMP name example: this column contains information on the name of the VMP whenever
in the previous column there is a “yes”. This column remains empty when a “no” is
indicated in the previous sub-column. See also point (1) of section 2.1.1.

e HMP (y/n): this column contains information about whether the substance is used as
active substance in a human medicinal product (HMP) as per Article 57 database. This
information is expressed in a “yes” or “"no” format. See also point (2) of section 2.1.1.

¢ HMP name example: this column contains information on the name of the HMP whenever
in the previous column there is a “yes”. This column remains empty when a “no” is
indicated in the previous sub-column. See also point (2) of section 2.1.1.

AM reserved for human use: this column contains information about whether the substance is an
antimicrobial reserved for human use. This information is expressed in a “yes in combination with
beta-lactamase inhibitors” or “yes in combination with cephalosporins” or *no” format. Indeed, there
was not any substance with an absolute “yes”. See also point (3) of section 2.1.1.
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Substance eligible for assessment: this column contains the outcome of the eligibility analysis of
the substance based on the criteria explained in section 2.1.1 Methodology for eligibility analysis. This
information is expressed in a “yes” or “yes (not in combination with beta-lactamase inhibitor)” or “yes
(not in combination with cephalosporin)” or “no” format.

2.1.3. Result of the eligibility analysis

The eligibility analysis based on the methodology presented in sections 2.1.1 and 2.1.2 identified 620
non-immunological substances eligible for assessment. See section 5.1.

2.2. Immunological substances

The scope of the mandate received from the EC was originally understood as limited to substances
included in Table 1 of the Annex to Regulation (EU) No 37/2010 and, as such, not to include active
substances used in immunological veterinary medicinal products (IVMPs). However, the European
Commission subsequently clarified that Article 114(1) of Regulation (EU) 2019/6 apply to active
substances used in IVMPs and that, therefore, these active principles should be considered as part of
the mandate. However, it was also noted that IVMPs are linked to particular pathogens which are often
species specific. Considering that, it was clarified that only active substances of IVMPs for which the
pathogens concerned affect food-producing aquatic species should be considered as eligible.

2.2.1. Methodology for eligibility analysis

The aim of the eligibility analysis for immunological substances was to identify the pathogenic agents
that affect food-producing aquatic species and for which there could be vaccines available for food-
producing terrestrial species or humans.

The point of departure was the list of vaccines for fish authorised in the Union2>. The manual of
autogenous vaccines?® was also consulted since it was considered useful information to identify these
pathogenic agents, noting autogenous vaccines are not considered in the scope of the mandate.

Table 2. Pathogenic agents that affect food producing aquatic species and for which
vaccines exist

Pathogen Fish species Commercial Country
name
Aeromonas Atlantic salmon Aquavac FNM Portugal
salmonicida plus
Aeromonas Rainbow Trout Autogenous Italy
salmonicida
Aeromonas Atlantic salmon Alphaject 3000 Denmark, Finland,
salmonicida + Vibrio Iceland, Norway,

anguillarum 01, 02

Aeromonas Atlantic salmon Pentium forte
salmonicida, plus
L.anguillarum O1,

25 EMA/CMDv/650880/2018-Rev.5, ‘Veterinary Medicinal Products intended for fish’, available from:
https://www.hma.eu/veterinary-medicines/cmdv/procedural-guidance/miscellaneous.html.

26 European Manufacturers of Autogenous Vaccines & Sera (EMAV), ‘Manual of Autogenous Vaccines (AV)’, Munich,
Germany, 2023, available from: https://www.emav.be/publications.
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Pathogen

Fish species

Commercial
name

Country

O2a, Vibrio
salmonicida, Moritella
viscosa

Aeromonas
salmonicida,
L.anguillarum 01,
O2a, Vibrio
salmonicida, Moritella
viscosa, IPN Virus
serotype Sp e A2

Aeromonas veronii
biov. sobria

Betanodavirus, strain
1103

Francisella
noatunensis subsp
orientalis

Infectious Spleen and
Kidney Necrosis Virus

Lactococcus garvieae

Lactococcus garvieae

Moritella viscosa

Moritella viscosa

Nervous Necrosis
Virus (RGNNV)

Pasteurella atlantica
genomovar
salmonicida

Atlantic salmon

Sea bass

Sea bass

Tilapia

Tilapia

Rainbow trout

Rainbow trout

Rainbow trout

sea bass and bream

Atlantic salmon

Atlantic salmon

Sea bass

Sea bass

Salmon

Sea bass

Alpha ject micro
6 e 6-2

Autogenous

ICHTIOVAC VNN

Autogenous

Autogenous

Icthiovac LG

Lacto fish - Vax
Autogenous
Autogenous

ALPHA JECT
Moritella

Autogenous

ALPHA JECT
MICRO 1 NODA

MARIMARK N

Autogenous

AQUAVAC
photobac prime

Ireland, Norway,
UK

Italy, Greece

Croatia, Italy,
Spain, France,
Greece, Portugal

UK*

UK*

France, Greece,
Italy, Portugal,
Spain

Italy
Italy, Spain, France
Italy

Norway

Norway

Croatia, Italy,
Spain, France

Greece

Norway

Cyprus
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Pathogen

Fish species

Commercial
name

Country

Photobacterium
damselae subsp.
piscicida

Salmon pancreas
disease virus proteins

Salmon pancreas
disease virus

Salmon pancreas
disease virus,
Infectious pancreatic
necrosis virus,
Aeromonas
salmonicida subsp.
salmonicida

Streptooccus
agalactiae

Streptococcus
parauberis

Tenacibaculum spp.
Tilapia Lake Virus

Vibrio anguillarum +
Ph. piscicida

Vibrio anguillarum +
Vibrio ordalii

Vibrio anguillarum +
V.ribrio ordalii

Vibrio anguillarum O1
strainAL 112

Sea bass

Sea bass

Salmon

Salmon

Salmon

Salmon

Tilapia

Turbot

Turbot

Tilapia

sea bass

sea bass

sea bass

Rainbow trout

Rainbow trout

Sea bass

ICTHIOVAC PD

Autogenous

CLYNAV

ALPHAJECT
MICRO 1 PD

NORVAX
compact PD

AQUAVAC PD 3

Autogenous

ICTHIOVAC STR
(immersion,
injection)

ICTHIOVAC TM
Autogenous
ALPHA JECT

Icthiovac VR/PD

ALPHA JECT
2000

AQUAVAC Vibrio
(immersion,
injection)

AQUAVAC Vibrio
oral

ALPHA DIP VIB
(immersion)

France, Greece,
Spain

Italy

All Member States

Ireland, Norway

Ireland, Norway,
UK

Ireland, UK

UK*

France, Greece,
Portugal, Spain

Spain
UK*
Croatia, Italy,

Croatia, France,
Italy, Greece,

Croatia, Greece,
Spain

Cyprus, France,
Greece, Italy

Cyprus, France,
Greece, Italy,
Portugal, Spain

Croatia, Greece,
Portugal, Spain
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Pathogen

Fish species

Commercial
name

Country

Vibrio anguillarum
01,02 V.salmonicida,
Aeromonas
salmonicida, Moritella
viscosa+ IPN

Vibrio anguillarum
01,02 Vibrio
salmonicida,
Aeromonas
salmonicida, Moritella
viscosa+
IPN+Infectious
Salmon AnemiaVirus
(ISAV)

Vibrio anguillarum
01,02a e 02 strain

Vibrio anguillarum,
Photobacterium
damselae subsp.
piscicida, Aeromonas
salmonicida

Vibrio anguillarum, V
ibrio salmonicida,
Aeromonas
salmonicida, Moritella
viscosa

Vibrio anguillarum,
Vibrio salmonicida,
Aeromonas
salmonicida, Moritella
viscosa+ IPN

Vibrio anguillarum
Vibrio harveyi

Yersinia ruckeri
biotype 1 and 2

Yersinia ruckeri O1 b

Atlantic salmon

Atlantic salmon

Sea bass, turbot

sea bass

Atlantic salmon

Atlantic salmon

Cod
Sea bass

Atlantic salmon, Rainbow trout

Atlantic salmon, Rainbow trout

ALPHAJECT
micro 6

ICTHIOVAC VR
(immersion,
injection)

ALPHA JECT 3
FPV

ALPHAJECT 3-5

ALPHAJECT 6-2

Autogenous
Autogenous

AQUAVAC
RELERA,

ALPHA ERM

Ireland, UK

Norway

France, Greece

Spain

Norway

Norway
Italy

Czech Repubilic,
France, Finland,
Germany, Italy,
Norway, Portugal,
Slovakia, Spain, UK

Norway
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Pathogen Fish species Commercial Country

name

Atlantic salmon, Rainbow trout AQUAVAC ERM Czech Repubilic,
France, Germany,
Greece, Ireland,
Italy, Norway,
Poland, Portugal,

Slovakia, UK
Atlantic salmon, Rainbow trout AQUAVAC ERM Czech Repubilic,
oral Greece

* Autogenous vaccine to be used in Third Countries according to cooperation projects

The corresponding pathogens were extracted, adding those identified in the literature 27 28 29 30 31 32
33, The expert group considered whether the pathogens identified from literature would need to be
considered in relation to the identification of substances to be included in the eligibility analysis. After
careful consideration, most of them were disregarded in view of the scarce association between
pathogens affecting food-producing aquatic species and availability of vaccines for those pathogens for
terrestrial food-producing species or humans. This is the case of parasites of aquatic species as there
would be no chance to identify an authorised vaccine for terrestrial animals or for humans targeting
these pathogens. In other instances, there are viruses that only affect a specific aquatic species and
therefore there is no reason to consider these either, as there are no vaccines developed for any other
aquatic, terrestrial or human species. Furthermore, there are certain pathogens with zoonotic potential
referred to in the literature, however some of them were not considered as the exact role that aquatic
animals play as vector in the cycle of certain zoonotic diseases is not fully understood. Overall, only a
couple of bacteria were added in the table of relevant pathogens.

The table below reports the outcome of this exercise. For each relevant pathogen identified that affects
food-producing aquatic species, it was determined whether it is also pathogenic for terrestrial animals
or for humans, and whether a vaccine is authorised in the Union for either terrestrial food-producing
species or for humans.

27 Ziarati, M., Zorriehzahra, M.-]., Hassantabar, F., Mehrabi, Z., Dhawan, M., Sharun, K., Emran, T.-B., Dhama, K.,
Chaicumpa, W., Shamsi, S., ‘Zoonotic diseases of fish and their prevention and control’, Vet Q, 2022, Vol. 42(1), pp. 95-
118.

28 Novotny, L., Dvroska, L., Lorencova, A., Beran, V., Pavlik, 1., ‘Fish: A potential source of bacterial pathogens for human
beings’, Vet Med, 2004, Vol. 9, pp. 342-358.

29 Elsevier. ‘Vibrio parahaemolyticus’. n.d. Accessed August 2024, available from:
https://www.sciencedirect.com/topics/immunology-and-microbiology/vibrio-parahaemolyticus.

30 Chen, Y., Ai, X., Yang, Y., ‘Vibrio cholerae: a pathogen shared by human and aquatic animals’, Lancet Microbe, 2022, Vol.
3(6)., e402.

31 Baker-Austin, C., Oliver, J.-D., Alam, M., Ali, A., Waldor, M.-K., Qadri, F., Martinez-Urtaza, J., ‘Vibrio spp. infections’, Nat
Rev Dis Primers, 2018, Vol. 4(1).

32 parlapani, F.-F., Boziaris, I1.-S., Mireles DeWitt, C.-A., ‘Pathogens and their sources in freshwater fish, sea finfish,
shellfish, and algae’, In Knowles, M.-E., Anelich, L.-E., Boobis, A.-R., Popping, B., (Eds.), Present Knowledge in Food
Safety, Elsevier, 2023, pp. 471-492.

33 Elsevier. ‘Vibrio vulnificus. n.d. Accessed August 2024, available from:
https://www.sciencedirect.com/topics/agricultural-and-biological-sciences/vibrio-vulnificus .
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Table 3. Aquatic species pathogens, their relevance for terrestrial species or humans and
availability of relevant vaccines for terrestrial species or humans.

Vaccines available

List of fish pathogens (vaccines

Pathogens for terrestrial or

available for fish) humans for terrestrial or
humans

Aeromonas salmonicida subspecies No No

salmonicida

Aeromonas veronii biovar sobria Only for immunocompromised No
humans

Betanodavirus (see also VNN) No No

Infectious pancreatic necrosis virus No No

Infectious Spleen and Kidney Necrosis No No

Virus

Lactococcus garvieae Only for immunocompromised No
humans

Moritella viscosa No No

Nervous Necrosis Virus (RGNNV) No No

Pasteurella atlantica genomovar No No

salmonicida

Photobacterium damselae subspecies No No

piscicida

Salmon pancreas disease virus No No

Streptococcus agalactiae Only for immunocompromised Yes
humans

Streptococcus parauberis Only for immunocompromised No
humans

Tenacibaculum spp. No No

Tilapia Lake Virus No No

Vibrio (Listonella) anguillarum No No

Vibrio harveyi Only for immunocompromised No
humans

Vibrio ordalii No No

Vibrio parahaemolyticus Yes No

Comment: can be included in the list as

pathogens but only autogenous vaccines

are available for fish

Vibrio salmonicida No No

Vibrio vulnificus Yes No

Comment: can be included in the list as

pathogens but only autogenous vaccines

are available for fish

Yersinia ruckeri biotype 1 and 2 No No

2.2.2. Result of the eligibility analysis

Based on this analysis, Streptococcus agalactiae is the only pathogen which affects both aquatic and
terrestrial food-producing animals or humans, and for which there are vaccines authorised in the Union
for terrestrial food-producing animals or humans. Consequently, Streptococcus agalactiae would be the
only immunological active substance that would be potentially eligible for the list. However, a closer

Scientific advice under Article 114(3) of Regulation (EU) 2019/6 on veterinary medicinal products - List of
substances used in veterinary medicinal products authorised in the Union for use in food-producing terrestrial
animal species or substances containe

EMA/CVMP/29892/2024 Page 20/63



review of the vaccines available against Streptococcus agalactiae showed that these contain several
other active immunological substances in combination (multivalent vaccines). The other agents
contained in such combinations — e.g. Escherichia coli, Staphylococcus aureus, Pasteurella multocida,
Hemophilus influenzae, Staphylococcus aureus, Streptococcus Pneumoniae - are not regarded as of
interest for food-producing aquatic species. Thus, it cannot be concluded that Streptococcus agalactiae
is eligible.

Overall, none of the immunological substances identified could be regarded as eligible for assessment.

2.2.3. General review on the appropriateness to use in food-producing
aquatic species some vaccines developed for food-producing terrestrial
species or for humans

A literature review was also conducted to consider the relevance of the use of non-aquatic species
vaccines in food-producing aquatic species. The review covered finfish, molluscs and crustaceans. The
scope included the immunological particularities of aquatic species, the diseases, the types of vaccines
and methods of administration. It was concluded that the inclusion of active substances used in
immunological medicinal products in the list would seem scientifically inappropriate and may even
cause stakeholders to question the scientific validity of the list and the regulatory authorities. Please
refer to section 3.2.2.

3. Assessment of eligible substances
3.1. Assessment of non-immunological substances

3.1.1. Distinction between substances identified as important for the
treatment of food-producing aquatic species and substances not identified
as such

Due to the high number of eligible non-immunological substances, it was agreed to handle them
according to their identified importance:

e Eligible substances identified by the aquaculture sector as important for the treatment of food-
producing aquatic species. These substances were selected from among the eligible substances
based on their identified interest for food-producing aquaculture, as indicated by current use in
veterinary medicines authorised for food-producing aquatic species in the Union, or by needs
identified by the FishMedPlusCoalition survey in December 201734, or by needs expressed or
reported to the Expert Group by the Aquaculture Advisory Council, National Competent Authorities,
CVMP or Experts of the Group. 48 substances were identified3> 36:

Table 4. Substances identified as important for the treatment of food-producing aquatic
species

Eligible substances identified by aquaculture sector as important for the treatment of

food-producing aquatic species

Albendazole Erythromycin Monensin

34 FishMedPlus Coalition, ‘Fish Diseases Lacking Treatment Gap Analysis Outcome’, 2017, available from:
https://fve.org/cms/wp-content/uploads/Gap-Analysis-Outcome-Final2.pdf.

35 Cypermethrin was initially identified as important for the treatment of food-producing aquatic species since it is the active
substance of authorised veterinary medicinal product for fish. However, considering that cypermethrin is listed in current
version of Annex X ‘List of priority substances in the field of water policy’ [i.e. is a substance of concern] of the Water
Framework Directive, the substance was downgraded to the ‘other substances’.

36 Clavulanic acid was included in this group of 48 substances due to possible combination with amoxicillin which is in this
group
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Eligible substances identified by aquaculture sector as important for the treatment of

food-producing aquatic species

Ammonium lauryl sulphate Fenbendazole Neomycin (incl. framycetin)
Amoxicillin Florfenicol Oxfendazole

Amprolium Flubendazole Oxolinic acid
Bambermycin Flumequine Oxytetracycline
Benzocaine Formaldehyde Praziquantel

Bronopol Gentamicin Sodium chloride
Buserelin Gonadorelin Spectinomycin
Caryophylli aetheroleum Human chorionic gonadotropin Sulfadiazine

(clove oil)

Chlortetracycline Hydrogen peroxide Sulfadoxine

Clavulanic acid Isoeugenol Thiamphenicol

Cooper sulphate Ivermectin Toltrazuril

Decoquinate Levamisole Tosylchloramide sodium
Deltamethin Lincomycin Trimethoprim
Doxycycline Magnesium sulphate Tylosin

Enrofloxacin Menbendazole Vitamin B1 (thiamine)

e The remaining substances, i.e. the 572 eligible substances not identified by aquaculture sector as
important for the treatment of food-producing aquatic species.

Both groups of substances underwent an assessment that followed the same methodological approach
but with differences in the level of detail. The difference arises because, with due note of the high
number of substances included in the sub-group of substances not identified as important for food-
producing aquatic species, and, in particular, as these substances are not considered important for
aquaculture, they can be excluded from the list without the need to consider the appropriateness of
risk mitigation measures if they pose a risk to the aquatic environment. On the other hand, for
substances that are important for treatment of aquatic species, further consideration of the need for
the substance and of possible risk mitigation measures is required in those cases where a risk to the
environment is identified. Further information is provided in sections 3.1.2 and 3.1.3.

3.1.2. Methodology for assessment of eligible substances identified by
aquaculture sector as important for the treatment of food-producing
aquatic species

Template for assessment
<Active substance>

Include a brief introduction about the substance e.g. ‘Florfenicol is a fluorinated amphenicol. This is a
wide spectrum synthetic antibacterial used in terrestrial animals and fish.’

Include ATCvet classification3” as needed.

For antimicrobials, include AMEG38 classification.

37 ATCvet Index Veterinary Anatomical Therapeutic Chemical code, WHO Collaborating Centre for Drug Statistics
Methodology, available from: https://atcddd.fhi.no/atcvet/atcvet index/.

38 AMEG Categorisation of antibiotics used in animals, available from:
https://www.ema.europa.eu/en/documents/report/infographic-categorisation-antibiotics-use-animals-prudent-and-
responsible-use en.pdf.
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General questions related to the substance:

1. Is the substance authorised as a veterinary medicinal product (VMP) for aquatic animal use
anywhere in the EU MS?

If yes: the name of the VMP was included. The authorisation date was considered. Those VMPs
authorised after October 2005 are the relevant for the ERA considering the date of effect of guideline
VICH GL38 Environmental impact assessments for veterinary medicinal products3® - Phase II. To
review the most recently authorised product in UPD: Home | UPD (europa.eu)

If no: proceed to question 2.

2. 1Is the substance included in a food-producing terrestrial animals VMP or in a medicinal product for
human use in any EU MS?

Include the name (one-two examples) of the VMP or HMP and any other relevant details (if any).
Main assessment regarding the mandate criteria:

a) risks to the environment if food-producing aquatic species are treated with those
substances

Is the substance authorised as a VMP for food-producing aquatic animals?
If no: proceed directly to consideration of thresholds.

If yes: first review if environmental information/recommendations/mitigation measures are included in
the SPC or are available in the PUAR (public assessment report), and then proceed to consideration of
thresholds.

SPC and PuAR can be found here: Home | UPD (europa.eu).

Depending on the QRD version of the SPC the environmental information can be found under sections:
e 4.5, 5.3 Environmental properties and 6.6 disposal advice or
e 3.5, 4.3 Environmental properties and 5.5 disposal advice.

In addition, the authorisation date should be considered. Those VMPs authorised after October 2005
are relevant for the ERA since only ERA carried out after 2005 could be considered as meeting the
current ERA standards, considering the date of effect of guideline VICH GL38 Environmental impact
assessments for veterinary medicinal products33- Phase II. This approach applies to both VMPs for
aquatic animals and VMPs for terrestrial animals. Whenever possible, always review the most recently
authorised product in UPD.

Additional thresholds to be considered:

The potential risks to the environment as a consequence of the exposure of the environment to the use
of the substance according to Article 114(1) cannot be addressed as there are several gaps that cannot
be covered i.e. dose, target species, indications....

Therefore, the environmental risk assessment under this mandate will be focused on the potential
hazards of the substance due to its inherent properties.

39 EMA/CVMP/ERA/418282/2005, ‘Guideline on environmental impact assessment for veterinary medicinal products in
support of the VICH guidelines GL6 and GL38’, available from: https://www.ema.europa.eu/en/environmental-impact-
assessment-veterinary-medicinal-products-support-vich-guidelines-gl6-gl38-scientific-guideline.
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Sources of information

PuAR from the use of the substance in any authorised product in food-producing animals:
https://medicines.health.europa.eu/veterinary/en

ECHA C&L inventory (the search is not intuitive, try different ways to include the name of the
substance): https://echa.europa.eu/information-on-chemicals/cl-inventory-database (or substance
search from https://echa.europa.eu/information-on-chemicals and then click C&L inventory)

ECHA chemTOX: https://chem.echa.europa.eu/

ECHA PBT: https://echa.europa.eu/pbt

PBT UBA list: List of putative PBT substances UBA.xls

EFSA: EFSA | Science, safe food, sustainability (europa.eu)

EPA: CompTox Chemicals Dashboard (epa.gov)

NORMAN database: https://www.norman-network.com/nds/susdat/

PubMed: https://pubmed.ncbi.nlm.nih.gov/

PBT properties

Substances classified as PBT (persistant, bioaccumulative and toxic) or vPvB (very persistent and very
bioaccumulative) are not to be included in the list because the use of such substance would require a
full environmental assessment in context of marketing authorisation application in order to
demonstrate the essentiality of the substance (Regulation (EU) 2019/6 - Article 37(2)(j)).

When the substance fulfils any of the individual criteria i.e. P, B or T, a potential risk to the
environment cannot be excluded. The inclusion of the substance in the list would depend on the
assessment against criteria b and c.

ED properties

Substances with recognized ED (endocrine disruption) properties can have potential serious risk for the
environment due to their mechanism of action. However, some substances might be needed for the
prevention or treatment of diseases or certain indications i.e. hormones, with regards to criterion c. In
these cases, a potential risk for the environment might not be excluded, they should be assessed
against criteria b (if applicable) and c. The final conclusion on hormones will depend on assessment
against criterion c.

Other environmental hazards: CLP

To determine if the substance has been classified with any of the following hazard statements
according to CLP regulation (Regulation (EC) No 1272/2008 on classification, labelling and packaging of
substances and mixtures 49).

H400 - Very toxic to aquatic life.
H410 - Very toxic to aquatic life with long lasting effects.

H411 - Toxic to aquatic life with long lasting effects.

40 Regulation (EC) No 1272/2008 of the European Parliament and of the Council of 16 December 2008 on classification,
labelling and packaging of substances and mixtures, amending and repealing Directives 67/548/EEC and 1999/45/EC, and
amending Regulation (EC) No 1907/2006, available from: https://eur-lex.europa.eu/eli/req/2008/1272/0j.
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H412 - Harmful to aquatic life with long lasting effects.
H413 - May cause long lasting harmful effects to aquatic life.

The following hazard statements specific to GHS (Global Harmonised System%!) should also be
considered:

H401 - Toxic to aquatic life.
H402 - Harmful to aquatic life.

When the substance has been labelled with any of the above statements, a potential risk to the
environment cannot be excluded. The inclusion of the substance in the list would depend on the
assessment against criteria b and c.

Water Framework Directive (WFD)

If a substance is in the Annex X (Priority substances) of the Water framework directive (Directive
2000/60/EC establishing a framework for Community action in the field of water policy4?) an
environmental risk can be anticipated. The inclusion of the substance in the list would depend on the
assessment against criteria b and c.

Specific precautions for some substances

Antiparasitics

According to VICH guidelines (GL6 and GL38), parasiticides should be assessed in phase II due to its
ecotoxicological potential. When the substance is an antiparasitic a potential risk to the environment
cannot be excluded. The inclusion of the substance in the list would depend on the assessment against
criterion c.

Any other available information

Any other environmental information available in the scientific literature should be considered e.g.
Pubmed.

Conclusion on the environmental risks

When any of the above triggers is fulfilled, the following conclusion
should be reached:

e An environmental risk cannot be excluded due to the intrinsic
properties of the substance.

e TIf none of the above triggers 1is fulfilled the following conclusion
should be reached:

e The information available does not allow to reach a conclusion on
the environmental risks of the substance. The substance has no
hazard classifications, and there is no other information that would
indicate a risk to the environment when the substance is used as a
veterinary medicine in aquatic species. Due to the inherent

41 United Nations Economic Commission for Europe (UNECE), ‘Globally Harmonized System of Classification and Labelling of
Chemicals (GHS)’, United Nations, 2023, available from: https://unece.org/sites/default/files/2023-07/GHS%?20Rev10e.pdf.
42 Directive 2000/60/EC of the European Parliament and of the Council of 23 October 2000 establishing a framework for
Community action in the field of water policy, available from: https://eur-lex.europa.eu/eli/dir/2000/60/0j.
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properties of the substance, it is not expected that the use of the
substance will pose an unacceptable risk for the environment.

b) impact on animal and public health if the food-producing aquatic species affected cannot
receive an antimicrobial listed in accordance with Article 107(6)

Is the substance an antimicrobial not recommended for use under Article 114 of Regulation (EU)
2019/6 in the scientific advice under Article 107(6)? Or is the substance an antimicrobial recommended
for use under Article 114 in individual animals only, in that scientific advice?

If no: no further consideration regarding criterion b needed.

If yes: include a reflection about the impact on animal and public
health if the food-producing aquatic species affected cannot receive
treatment with the substance.

c) availability or lack of availability of other medicinal products, treatments or measures for
prevention or treatment of diseases or certain indications in food-producing aquatic
species

1. Is there a risk for the environment and/or any restriction for use according to Article 107/6)?

If no: include the substance in the 1ist.

If yes: proceed to question 2.

2. Is there an alternative substance (with lower risk for the environment)?

If no: consider whether additional
information/recommendations/mitigation measures are needed and include
the substance in the list with restriction/mitigations (if any).

If yes: proceed to question 3.

3. Is/Are the alternative substance/s enough to cover availability and avoid development of
resistances (e.g. for antiparasitics - AMR resistance is not considered)?

If no: consider whether additional
information/recommendations/mitigation measures are needed and include
the substance in the 1list with restriction/mitigations (if any).

If yes: The substance CANNOT be included in the 1list.

When an environmental risk cannot be excluded the following should be considered:
e Possible options for reaching the conclusion that the substance cannot be included in the list:

— The substance is an antimicrobial and the Agency in its scientific advice under Article 107(6)
recommended restrictions in the use of the substance in food-producing aquatic animals and
the impact on animal and public health is [(not) significant/ negligible].

— There are several treatment alternatives available. Only one or two alternatives are not
considering enough to promote availability.

e If any of the above options are fulfilled, the substance can be included in the list with mitigation
measures. At least the following RMM should be included for all substances for which a potential
environmental risk has been concluded:
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<Substance X> is expected to be harmful to the aquatic environment and
must only be used if other, less environmentally harmful treatment
options are not available. If the substance can be used by multiple
application methods, the method that will result in the lowest
environmental exposure while achieving a satisfactory therapeutic
effect must be selected.

When possible, any treatment shall take place in a closed system with:

a) removal or inactivation of the substance 1in used treatment water or
solid waste before discharge into the environment

b) if (a) is not possible, contaminated water should be released into a
recognised wastewater treatment system

c) if neither (a) nor (b) are possible, dilution of contaminated water
so that the substance 1is present at concentration levels lower than
1 nug/L* is required before discharge in the environment.

e Specific RMM from SPC or PuAR should be also considered.

Conclusion

Summarise the main conclusion (e.g. the substance 1is (not) proposed to
be included in the 1list) and include the main mitigation
measures/restrictions (if any) that should be associated to the
substance.

Examples:

<Active substance> is recommended to be included in the list of active substances that may be used in
food-producing aquatic species in accordance with Article 114 of Regulation (EU) 2019/6.

The following risk mitigation measures should be considered when <active substance> is used
according to article 114 of Regulation (EU) 2019/6:

copy paste mitigation measures: general statement or specific statement.

<active substance> should not be included in the list of active substances that may be used in food-
producing aquatic species in accordance with Article 114 of Regulation (EU) 2019/6 due to the
following reasons:

<briefly describe the reasons for exclusion>

3.1.3. Methodology for assessment of eligible substances not identified by
aquaculture sector as important for the treatment of food-producing
aquatic species

The assessment of this group of substances followed the same methodological approach as outlined
under section 3.1.2. However, with due note of the high number of substances included under this
sub-group, and, in particular, as the substances are not considered important for aquaculture, there is
less need to include them in the list if they pose a risk for the aquatic environment. Consequently,
there was no need to consider possible risk mitigation measures.

43 From EMA/CVMP/ERA/418282/2005, ‘Guideline on environmental impact assessment for veterinary medicinal products in
support of the VICH guidelines GL6 and GL38’, available from: https://www.ema.europa.eu/en/environmental-impact-
assessment-veterinary-medicinal-products-support-vich-guidelines-gl6-gl38-scientific-guideline.
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3.1.3.1. Substances other than antiparasitics, antibacterials, antifungals and homeopathics

According to the mandate provided by the Commission, the overall objective of Regulation (EU) 2019/6
is to increase the availability of veterinary medicinal products, while ensuring the highest standards of
public and animal health and environmental protection. When considering the criteria laid down in
Article 114(3), any risks to the environment from the treatment of food-producing aquatic species
(criterion (a)) is a key consideration for the assessment of eligible substances that have no identified
important use in aquaculture. Criterion (b) as laid down in Article 114(3) becomes not applicable since
no substance in this sub-group is an antimicrobial. With regards criterion (c), it is considered by default
that for this sub-group of substances, there is not a lack of availability of other medicinal products,
treatments or measures for prevention or treatment of diseases or certain indications in food-
producing aquatic species; therefore, criterion (c) was not considered further for these substances.
This general approach with regards criterion (c), was considered not entirely applicable for hormonal
substances identified within this sub-group as well as for the substances isoflurane and ketamine, as
these substances might be potentially relevant to the aquaculture sector with regards criterion c) (see
further details below).

Therefore, the overall key element for the assessment of these substances was the risk to the
environment (criterion (a)). It is recognised that the potential risks to the environment as a
consequence of the exposure of the environment due to the use of these substances in accordance
with Article 114(1) cannot be addressed, as there are several data gaps that cannot be covered, e.g.
dose and target species. Therefore, it was agreed that the environmental risk assessment would focus
on the potential hazards of these substances due to their inherent properties. In the general case
where criterion (c) was not considered further, only those substances for which an environmental risk
is not identified based on the identification of hazard endpoints are recommended for inclusion in the
list.

The detailed methodology for each of the criteria laid down in Article 114(3) is as follows:
e Criterion (a) risk to environment

As already indicated, the methodological approach for assessing these substances pertains to the
environmental hazard identification. In doing so, each substance was searched for in the databases of
ECHA (European Chemicals Agency), US EPA (Environmental Protection Agency)44, and in safety data
sheets (SDS), to determine whether it had been classified under any of the following statements
according to CLP regulation4>:

H400 - Very toxic to aquatic life.

H410 - Very toxic to aquatic life with long lasting effects.

H411 - Toxic to aquatic life with long lasting effects.

H412 - Harmful to aquatic life with long lasting effects.

H413 - May cause long lasting harmful effects to aquatic life.
The following statements specific to GHS were also considered:
H401 - Toxic to aquatic life.

H402 - Harmful to aquatic life.

44 US EPA Environmental Protection Agency, CompTox Chemicals Dashboard, available from:
https://comptox.epa.gov/dashboard/.

4> With reference to the consolidated version of the Regulation (EC) No 1272/2008 on the classification, labelling and
packaging of substances and mixtures (CLP Regulation).
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PubChem46 was used to find synonyms for the substances.

When the search in the above-mentioned databases did not retrieve a hazard endpoint, an additional
(final) step for hazard identification involved searching the published literature with a view to identify
any indication of potential risk of the substance to the aquatic environment.

As part of the environmental assessment, consideration was given to whether the substance is
recognised as PBT or ED; indication of PBT properties would exclude the substance from the list;
indication of ED properties for a substance not used as a hormone would exclude the substance from
the list. For hormonal substances, ED properties can be assumed. However, in order to not discard
hormonal substances of potential interest for aquaculture these substances were assessed against
criterion (c) as below.

The above-mentioned search process stopped at the first indication of any environmental hazard.

e Criterion (b) related to antimicrobials listed in accordance with Article 107(6)

As already indicated, this criterion does not apply since none of these substances are antimicrobials.
e Criterion (c) related to availability of alternatives

With the exception of hormonal substances, and of ketamine and isoflurane, it was considered that
these substances are not considered relevant for treating or preventing a disease or certain indication
for which there is lack of availability of other treatments or measures since none of these substances
had been identified as being immediately useful for the treatment of food-producing aquatic species.
Consequently, when an issue related to criterion (a) was identified [i.e. a hazard to environment was
identified], the conclusion would be negative [i.e. recommendation to not include in the list]. For
hormonal substances, ketamine and isoflurane, consideration was given to whether the substance is
needed to treat or prevent a disease or certain indication, for which there is lack of availability of other
treatments or measures of hormonal nature in food-producing aquatic species.

e Conclusion

With the exception of hormonal substances and of the substances isoflurane and ketamine, when an
environmental hazard was declared/identified, the conclusion was as follows: "an environmental risk
cannot be excluded”, and the substance was recommended not to be included in the list. When no
environmental hazard was declared/identified, the conclusion was as follows: "from the available
information, a risk to the environment was not identified”, and the substance was recommended for
inclusion in the list.

For hormonal substances and for isoflurane and ketamine, a case-by-case decision was taken based on
whether any of these would constitute an alternative treatment. Only in cases when the substance was
deemed needed to treat or prevent a disease or certain indication for which there is lack of availability
of other treatments or measures, the result would be positive [i.e. substance would be recommended
for inclusion on the list]. For these substances, when it was concluded to recommend the inclusion in
the list, risk management measures were considered.

e Further clarifications
— Limited data or no data available

Given the high-level nature of this evaluation and the attention paid to the availability of medicinal
products, in the absence of information or absence of evidence of aquatic hazard, the approach was to

46 pubChem, available from: https://pubchem.ncbi.nlm.nih.gov/.
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recommend the substance for inclusion in the list. In the following cases, it was considered that no
hazard is declared/identified for the substance and the substance was proposed for inclusion in the list:

o Substance appears in ECHA, EPA, SDS database(s) with no hazard for aquatic environment but
with other CLP/GHS notifications and literature search did not identify any aquatic hazard.

o Substance appears in ECHA, EPA database(s) but with no CLP, GHS notification information (i.e.
substance with no hyperlink in the below table) and SDS database and literature search did not
identify any aquatic hazard.

o Substance does not appear at ECHA, EPA, SDS databases and literature search did not identify any
aquatic hazard.

— Hazard indication from literature

For a small number of substances (7 in total) no hazard was declared in ECHA, EPA, SDS databases
but the literature search suggested a hazard for the aquatic environment. For these substances, the
concentrations used in the studies, when those were available, were compared to the thresholds for
classifying substances as hazardous to the aquatic environment as per the CLP regulation. The nature
of the effects was also considered, i.e. whether they fall under the criteria for aquatic toxicity in the
CLP regulation. The outstanding cases (ketamine, isoflurane) underwent an ad-hoc assessment
factoring the usefulness of the substance for food-producing aquatic species for treating or preventing
a disease or certain indication for which there is lack of availability of other treatments or measures.

— Herbal substances

The herbal substances eligible for assessment may include various parts of the plant, such as leaves,
flowers, whole herbs, essential oils, fruits, roots, bark, seeds, and extracts. In cases where no ECHA,
EPA, or SDS database entry was available for the specific part of the plant indicated by its name, the
substance was linked to the closest available entry in the database, whether it pertains to the whole
plant or another specific part, or extracts derived from them.

- Harmonised and notified classifications

Harmonised classification under the CLP Regulation is an official, EU-wide system for classifying
hazardous substances. It ensures consistent safety standards across all EU member states and is
mandatory for manufacturers, importers, or users of these substances. These classifications are listed
in Annex VI of the CLP Regulation. On the other hand, notified classifications are provided by
manufacturers, importers, or users through C&L notifications or registration dossiers. While these
classifications are not mandatory, they are shared with ECHA for reference and can be updated by the
notifier. ECHA maintains the C&L Inventory but does not verify the accuracy of the information.

For substances listed in the C&L Inventory with both harmonised and notified classifications, both are
included in the assessments, with hyperlinks provided for each classification type (‘harmonised' and
'notified").
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¢ Assessment template

These steps are summarised in the table below, which represents the assessment template:

Substance Data available on toxicity Conclusion

<Substance> Brief introduction: <text> <From the available <Yes>
[general case] - Hazard from ECHA information, a risk to
- Hazard from EPA the environment was
- Hazard from SDS not identified.>
- Hazard from published literature OR OR
- Consider PBT or ED <An environmental <No>
risk cannot be
excluded.>
<Substance> Brief introduction: <text> <Despite the potential <Yes
[case of - Hazard from ECHA risk(s) due to XX and add
hormones, - Hazard from EPA identified under RMM if
isoflurane and - Hazard from SDS criterion a), the needed
ketamine] - Hazard from published literature substance is needed >
- Consider PBT or ED with regards criterion
c).> OR
Ad-hoc assessment in relation to criterion ¢) OR <No>

<Potential risk(s) due
to XX are identified
under criterion a), and
the substance is not
needed with regards
criterion c).>

3.1.3.2. Antiparasitic, antibacterial and antifungal substances

According to the mandate provided by EC, the overall objective of Regulation (EU) 2019/6 is to
increase the availability of veterinary medicinal products, while guaranteeing the highest standards of
public and animal health and environmental protection. When considering the criteria laid down in
Article 114(3), any risks to the environment from the treatment of food-producing aquatic species
(criterion (a)) is a key consideration for the assessment of eligible substances that have no identified
important use in aquaculture. It is recognised that the potential risks to the environment as a
consequence of the exposure of the environment due to the use of these substances in accordance
with Article 114(1) cannot be addressed, as there are several data gaps that cannot be covered (e.g.
dose and target species). Therefore, it was agreed that the environmental risk assessment would be
focused on the potential hazards of these substances due to their inherent properties. Criterion (b) as
laid down in Article 114(3) is applicable for the antibacterials in this sub-group of substances. With
regards to criterion (c), this sub-group of substances is deemed of relevance for treating or preventing
a disease or certain indication for which there is lack of availability of other treatments or measures, as
even though they are not recognised as important for treatment of food-producing aquatic species,
their pharmacological activity indicates potential usefulness for such purpose.

The detailed methodology for each criterion laid down in Article 114(3) is as follows:
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e Criterion (a) risk to the environment

The methodological approach for assessing these substances against criterion (a) is in line with the
methodological approach followed for substances other than antiparasitics, antibacterials, antifungals
and homeopathics (for the detailed methodological approach see section 3.1.3.1).

For this group of substances, as part of environmental assessment, consideration was given to whether
the substance is recognised as PBT or ED; indication of such properties would exclude the substance
from the list.

For the antiparasitics, it was agreed that there is no need to assess against thresholds, since a risk of
these substances for the environment cannot be excluded due to the nature of the antiparasitic
activity. However, for information purposes only, the stepwise approach for hazard identification, as
outlined in section 3.1.3.1, was applied in the assessment of antiparasitics. It should be noted that the
CLP statements on aquatic toxicity (H400, H410, H411, H412, H413, H401, H402) are based on
toxicity observed in three types of organisms: fish, crustaceans and algae. They do not capture the
toxicity of anthelmintics for worms. As a result, some anthelmintics may not have been assigned
hazard classifications, though this does not exclude an environmental risk from these substances.

e Criterion (b) related to antimicrobials listed in accordance with Article 107(6)

Some antibacterials in this sub-group of substances are either not recommended for use under Article
114 of Regulation (EU) 2019/6 for food-producing aquatic species in the scientific advice under Article
107(6), or are recommended for use in individual animals only. A ‘Yes’ in the relevant column of the
assessment against criterion (b) means the use of the antibacterial is subject to one of the two
restrictions above. A ‘No’ means it is not.

e Criterion (c) related to availability of alternatives

When an issue related to criterion (a) [i.e. hazard to environment is identified] and/or (b) [i.e. the
substance is recommended for restrictions in food-producing aquatic species in the scientific advice
related to Article 107(6)] was identified, the substance was assessed against criterion (c) [i.e.
availability of alternatives]. Such assessment was conducted by ATCvet groups rather than by
individual substances.

¢ Conclusion

When there was no issue related to criteria (@) and (b), no further assessment with regards criterion
(c) was warranted and the conclusion was proposed as follows: “From the available information, a risk
to the environment was not identified. Moreover, there is no restriction related to scientific advice
under article 107(6)”, and the substance is recommended to be included in the list. When there was an
issue with criteria (a) and/or (b), the substance was assessed against criterion (c). The conclusion was
then as follows: “Despite the risk(s) identified under <criterion a)> <criterion b)> <criteria a) and
b)>, the substance is needed with regards criterion c)”, and the substance was recommended for
inclusion in the list with risk mitigation measures (RMM) if needed, or “Risk(s) are identified under
<criterion a)> <criterion b)> <criteria a) and b)>, and the substance is not needed with regards
criterion ¢)”, and the substance is recommended to not be included in the list.
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¢ Assessment template

The above-mentioned steps are summarised in the tables below, which represent the assessment

templates:

Antibacterials

Substance

Assessment against mandate criteria

Conclusion

Include

<Substance>

Antiparasitics

Substance

<Brief introductory text>

<ATCvet>
<AMEG>
Criterion (a)

Criterion (b)

Criterion (c)

- Hazard from ECHA

- Hazard from EPA

- Hazard from SDS

- Hazard from published literature
- Consider PBT or ED.

<Yes>

<No>

If issue with (a) or (b) assess
against (c) per ATCVet group and
mention the alternatives; otherwise,
add *N/A’.

Assessment against mandate criteria

If no issue with
(a) nor (b):
<From the
available
information, a
risk to the
environment
was not
identified.
Moreover, there
is no restriction
related to
scientific advice
under article
107(6).>

If issue with (a)
or (b):
<Despite the
risk(s)
identified under
<criterion a)>
<criterion b)>
<criteria a) and
b)>, the
substance is
needed with
regards
criterion c).>
OR

<Risk(s) are
identified under
<criterion a)>
<criterion b)>
<criteria a) and
b)>, and the
substance is
not needed with
regards
criterion c).>

Conclusion

in list
<Yes>

Or

<Yes, and
add RMM
if needed>
<No>

Include

<Substance>

<Brief introductory text>

<ATCvet>
Criterion (a)

A risk for the environment cannot
be excluded, due to the nature of
antiparasitic activity.

For information:
- Hazard from ECHA
- Hazard from EPA
- Hazard from SDS

<Despite the
risk(s)
identified under
criterion a), the
substance is
needed with
regards
criterion c).>
OR

in list
<Yes, and
add RMM
if needed>
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Substance Assessment against mandate criteria

Conclusion

Include
in list

- Hazard from published literature
- Consider PBT or ED

Criterion (b) N/A

Criterion (c)  Since there is always issue with (a),
assess against (c) per ATCVet group
and mention the alternatives

Antifungals

Substance Assessment against mandate criteria

< Even though
there are
limited
alternative
antiparasitics
available for
food-producing
aquatic species,
considering the
lack of an
identified need
for the
substance, and
in view of the
serious
environmental
concerns
identified under
criterion a), the
substance
cannot be
included in the
list.>

Conclusion

<No>

Include

<Substance> <Brief introductory text>

<ATCvet>

Criterion (a) - Hazard from ECHA
- Hazard from EPA
- Hazard from SDS
- Hazard from published literature
- Consider PBT or ED.

Criterion (b) N/A

Criterion (c) If issue with (a) assess against (c)
per ATCVet group and mention the
alternatives; otherwise, add ‘N/A’.

If no issue with
(a):

<From the
available
information, a
risk to the
environment
was not
identified.>

If issue with
(a):

<Despite the
risk(s)
identified under
criterion a), the
substance is
needed with
regards
criterion c).>
OR

<Risk(s) are
identified under
criterion a), and
the substance
is not needed
with regards
criterion c).>

in list
<Yes>

Or

<Yes, and
add RMM
if needed>
<No>
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3.1.3.3. Homeopathic substances

e Criterion (a) risk to environment

Due to the high level of dilution of these substances in homeopathic veterinary medicinal products and
in homeopathic medicinal product for human use, the concentrations of these substances in the
environment are expected to be very low. Consequently, it is considered that there is negligible risk to
the aquatic environment.

These substances shall be used under homeopathic conditions (specified in Table 1 of the Annex of
Regulation (EU) No 37/2010) and consequently the exposure of the environment to these substances
is very low. As a general principle, the ‘Other Provisions’ in Table 1 of Regulation (EU) No 37/2010 also
apply to use under Article 114 of Regulation (EU) 2019/6. For homeopathic substances, these ‘Other
Provisions’ restrict the use to homeopathic veterinary medicinal products and sometimes to
concentration limits.

e Criterion (b) related to antimicrobials listed in accordance with Article 107(6)

None of these substances is an antimicrobial recommended for restrictions in the scientific advice of
the Agency under Article 107(6).

e Criterion (c) related to availability of alternatives

Since there is no issue related to criterion (a) or (b) [i.e. no hazard to environment is expected, and
there is no recommendation for restriction in the Agency’s scientific advice related to Article 107(6)],
there is no need to consider criterion (c), and the substances can be recommended for inclusion in the
list.

e Conclusion

The conclusion is as follows: "the risk to the environment is considered negligible”, and the substance
is recommended for inclusion in the list.

The recommendation includes the following specific condition: The substance shall be used in line with
the homeopathic conditions specified in table 1 of the Annex of Regulation (EU) No 37/2010.

Note: this recommendation to include the substance in the list does not factor the usefulness for food-
producing aquaculture.

e Assessment template

The above is summarised in this tabulated assessment template:

Substance Data available on toxicity Conclusion Includ
e in list
<Substance> <Not applicable, due to the high level of dilution of <The risk to <Yes>
the substance in homeopathic veterinary medicinal the
products and in homeopathic medicinal products for environment
human use> is considered
negligible.>

3.1.4. Result of assessment of eligible substances identified by aquaculture
sector as important for the treatment of food-producing aquatic species

Based on the methodology presented in section 3.1.2:
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e 45 non-immunological substances identified by aquaculture sector as important for the treatment
of food-producing aquatic species are recommended to be included in the list: albendazole,
ammonium laurylsulphate, amoxicillin, amprolium, benzocaine, bronopol, buserelin, Caryophylli
aetheroleum (clove oil), chlortetracycline, copper sulphate, decoquinate, deltamethrin, doxycycline,
enrofloxacin, erythromycin, fenbendazole, florfenicol, flubendazole, flumequine, formaldehyde,
gentamicin, gonadorelin, human chorionic gonadotropin, hydrogen peroxide, isoeugenol,
levamisole, lincomycin, magnesium sulfate, mebendazole, monensin, neomycin, oxfendazole,
oxolinic acid, oxytetracycline, sodium chloride, praziquantel, spectinomycin, sulfadiazine,
sulfadoxine, thiamphenicol, toltrazuril, tosylchloramide sodium, trimethoprim, tylosin and vitamin
B1 (thiamine).

¢ 3 non-immunological substances identified by aquaculture sector as important for the treatment of
food-producing aquatic species are recommended to not be included in the list: bambermycin,
clavulanic acid, and ivermectin.

For further information including risk management measures, please refer to the recommendation
table in section 4 Conclusion and recommendations, and to the assessment reports in section 5.2.1.

3.1.5. Result of assessment of eligible substances not identified by
aquaculture sector as important for the treatment of food-producing
aquatic species

3.1.5.1. Substances other than antiparasitics, antibacterials, antifungals and homeopathics

Based on the methodology presented in section 3.1.3.1:

e 216% non-immunological substances other than antiparasitics, antibacterials, antifungals and
homeopathics and not identified by aquaculture sector as important for the treatment of food-
producing aquatic species are recommended to be included in the list.

e 223 non-immunological substances other than antiparasitics, antibacterials, antifungals and
homeopathics and not identified by aquaculture sector as important for the treatment of food-
producing aquatic species are recommended to not be included in the list.

For further information including risk management measures, please refer to the recommendation
table in section 4 Conclusion and recommendations, and to the assessment report in section 5.2.2.

3.1.5.2. Antiparasitic, antibacterial and antifungal substances

Based on the methodology presented in section 3.1.3.2:

e Antiparasitic substances not identified by aquaculture sector as important for the treatment of
food-producing aquatic species

— 2 antiparasitic substances are recommended to be included in the list: albendazole oxide and
imidocarb

— 33 antiparasitic substances are recommended to not be included in the list: abamectin,
alphacypermethrin and cypermethrin, amitraz, clorsulon, closantel, coumafos, cyfluthrin,
derquantel, diazinon, diclazuril, dicyclanil, doramectin, eprinomectin, febantel, flumethrin,
fluralaner, halofuginone, monepantel, morantel, moxidectin, netobimin, nitroxinil,

47 Including Hamamelis virginiana which is also eligible as homeopathic substance (see the relevant assessment concluding
also to inclusion in the list)
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oxibendazole, oxyclozanide, permethrin, phoxim, piperazine, pyrantel embonate, rafoxanide,
tau-fluvalinate, thiabendazole, and triclabendazole

e Antibacterial substances not identified by aquaculture sector as important for the treatment of
food-producing aquatic species

— 57 antibacterial substances are recommended to be included in the list: ampicillin, apramycin,
bacitracin, benzylpenicillin, cefacetrile, cefalexin, cefalonium, cefapirin, cefazolin, cefoperazone,
cefquinome, ceftiofur, cloxacillin, danofloxacin, dicloxacillin, difloxacin, dihydrostreptomycin,
gamithromycin, kanamycin, marbofloxacin, nafcillin, natamycin, novobiocin, oxacillin,
paromomycin, penethamate, phenoxymethylpenicillin, pirlimycin, rifaximin, spiramycin,
streptomycin, sulfamethizole, sulfadimidine, sulfapyridine, sulfafurazole, sulfanilamide,
sulfathiazole, sulfamethoxazole, sulfadimethoxine, sulfamethoxypyridazine, sulfamerazine,
sulfamethizole, sulfachlorpyridazine, sulfaquinoxaline, sulfamerazine, sulfamonomethoxine,
sulfacetamide, formosulfathiazole, phthalylsulfathiazole, sulfaguanidine, tetracycline, tiamulin,
tildipirosin, tilmicosin, tulathromycin, tylvalosin, and valnemulin

— 2 antibacterial substances are recommended to not be included in the list: mecillinam and
colistin

e Antifungal substances not identified by aquaculture sector as important for the treatment of food-
producing aquatic species are recommended to be included in the list

- 2 antifungal substances are recommended to be included in the list: enilconazole and
parconazole

— No antifungal substance is recommended to be excluded from the list

For further information including risk management measures, please refer to the recommendation
table in section 4 Conclusion and recommendations, and to the assessment report in section 5.2.3.

3.1.5.3. Homeopathic substances

Based on the methodology presented in section 3.1.3.3, all the eligible homeopathic substances are
recommended to be included in the list: Adonis vernalis, Aesculus hippocastanum, Agnus castus,
Ailanthus altissima, Allium cepa, Apocynum cannabinum, Artemisia abrotanum, Atropa belladonna,
Bellis perennis, Calendula officinalis, Camphora, Cardiospermum halicacabum, Convallaria majalis,
Crataegus, Echinacea, Eucalyptus globules, Euphrasia officinalis, Ginkgo biloba, Ginseng Hamamelis
virginiana“*8, Harpagophytum procumbens, Harunga madagascariensis, Hypericum perforatum, Lobaria
pulmonaria, Okoubaka aubrevillei, Phytolacca americana, Prunus laurocerasus, Selenicereus
grandifloras, Serenoa repens, Silybum marianum, Solidago virgaurea, Substances used in homeopathic
veterinary medicines, Syzygium cumini, Thuja occidentalis, Turnera diffusa, Urginea maritima, Virola
sebifera, and Viscum album.

The following condition is applicable to all eligible homeopathic substances: The substance shall be
used in line with the homeopathic conditions as specified in Table 1 of the Annex of Regulation (EU) No
37/2010.

Please refer to the recommendation table in section 4 Conclusion and recommendations, and to the
assessment report in section 5.2.4.

48 Hamamelis virginiana is also eligible as herbal non-homeopathic substance (see the relevant assessment concluding also
to inclusion in the list)
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3.2. Assessment of immunological substances

3.2.1. Assessment of specific substances

As reported in section 2.2.1, the approach based on pathogens affecting both food-producing aquatic
species and [food-producing terrestrial species or humans] lead to the conclusion that there is no
immunological substance eligible for assessment.

3.2.2. General considerations on the appropriateness to use some vaccines
developed for food-producing terrestrial species or for humans in food-
producing aquatic species

Despite the clear outcome from the eligibility analysis, it was felt appropriate to conduct a literature
review to discuss the relevance of the use of vaccines designed and authorised in non-aquatic species
(i.e. food-producing terrestrial species or humans) in food-producing aquatic species. The review
covered scientific evidence for finfish, molluscs and crustaceans. The scope of this review included the
immunological particularities of aquatic species, the diseases, the types of vaccines and methods of
administration.

In reflecting on the question of which pathogens infect aquatic species and might be targeted by
vaccines authorised for food-producing terrestrial species and humans, it is noted that the target
pathogen is only one of the factors to consider. Other critical factors include the comparability of
immune systems between terrestrial and aquatic species, the influence of the aquatic species
environment (e.g. temperature, salinity, pH), knowledge of relevant dosing regimens, and the routes
by which IVMPs might be administered. Additionally, as most fish are vaccinated when they are quite
small, there is a limit to the volume that can be safely injected.

In evolutionary terms, teleost (bony fish) fishes are animals where basic aspects of the immune
system of higher vertebrates are observed for the first time. Fish acquired immune responses are
characterized with less specificity, diversity and memory compared to those of mammals and, even
among the relatively few fish species commercially farmed in the E.U. today, fish immunity does not
behave homogenously between species. The number of fish species is also significantly higher
(>30.000 teleosts) than the number of mammalian species (~5500) and the evolutionary distances,
even between different teleost families, are considerably larger than between mammalian families,
with the result that major differences are likely to exist in the way different aquatic species combat
pathogens, and consequently in their response to vaccines.

Although significant progress has been made in the fields of fish immunology and vaccinology,
vaccination strategies have remained largely unchanged over the last 10 years. As reviewed by
Bedekar & Kole (2022), various challenges continue to impede development of fish vaccines, the most
critical being the identification of protective antigens, which is complicated by the diversity of fish
species. Most fish pathogens have a wide range of susceptible hosts, which may behave differently to
each other from an immunological perspective. Lack of detailed knowledge of the immune systems in
different fish species limits the possibilities to study both pathogen and vaccine-induced immunity.
Variations observed in susceptibility and clinical signs of an infection caused by a pathogen from
species to species are, primarily, due to differences in the immune defence mechanisms of different
fish species. Several studies have emphasised that what we know of the pathogen-host association in
one species can seldom be transferred to another fish species (Magnadottir, 2010).

Indeed, in a review of fish vaccines in use in aquaculture, Sommerset et al. (2005) report that, for
bacterial vaccines, since different serotypes might be involved in disease outbreaks, vaccines designed
for one fish species cannot automatically be used in another fish species; this is particularly true in
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relation to transfer from non-marine to marine species, and vice versa. With regards to viral fish
vaccines, current available vaccines for aquaculture are mostly based on inactivated virus or
recombinant subunit proteins. Inactivated/killed viral vaccines are generally not efficacious unless
delivered by injection and relatively high doses are needed to achieve protection; the selection of
adjuvant is of the outmost importance for these. On the other hand, despite their ability to induce
good protection in laboratory studies, live vaccines have generally been demonstrated to be unsafe for
field use. For example, residual virulence and uncertainty about their effects on other aquatic species
made attenuated vaccines against the infectious haematopoietic necrosis (IHN) of salmonids poor
candidates for licensing (Winton, 1997); also, the level and duration of protection offered was inversely
correlated with the degree of attenuation (Roberti et al., 1998). No parasite vaccines are commercially
available as yet.

Another critical factor in successful fish vaccination is the role external factors like temperature, light,
water quality, salinity and different stress inducers play in influencing the immune response in
vaccinated fish (Magnadottir, 2010). In ectothermic or poikilothermic animals, environmental changes
can have significant effects on the immune system. It is commonly stated that innate parameters are
more active at low temperatures while parameters of the adaptive system tend to be suppressed.
Another generally accepted paradigm is that stress, especially chronic stress, will suppress immune
response and lower disease resistance.

The first fish immersion vaccines proved to be effective in the USA in the 1970s. Injectable vaccines
containing adjuvants were developed in the early 1990s. Following years of testing with different
vaccine adjuvants and a range of different antigen combinations, it became evident that administering
multiple antigens in a single oil-adjuvanted vaccine was the preferred approach. For practical reasons,
there is a reluctance to include more than one vaccination during a production cycle (e.g. one of the
most extensively used vaccines for salmon contains antigens for six different pathogens) (Sommerset
et al., 2005).

Progress made over the last four decades has led to developing and licensing fish vaccines which
comprise whole killed, live-attenuated, peptide subunit, DNA and recombinant protein (Bedekar & Kole,
2022). However, the majority of successful commercial fish vaccines are based on killed whole-cell
bacteria preparations in intraperitoneal injection formulations.

As for their terrestrial counterparts, vaccine design is typically based on the characteristics of the
target pathogen as well as other practical considerations such as size and value of target species to
which it is to be administered. The method of administration is a crucial step in the development and
efficacious use of a fish vaccine. Three main routes of administration are described in fish (Bedekar &
Kole, 2022): injection, immersion and oral.

e Injection vaccination is the conventional approach of vaccine delivery to fish, with the
intraperitoneal route being preferred for most vaccines and the intra-muscular route preferred for
DNA vaccines. The injection route is also the most potent and gives a high level of long-lasting
immunity to the recipient host (believed to be dependent on the depot effect). It is labour-
intensive and non-feasible for the smallest-sized fish (<20 g). The method is highly stressful for
the animal.

e Immersion involves two methods: dip vaccination (high dose vaccine for a short time) and bath
vaccination (diluted vaccine for a more extended period); wherein the antigens are taken up by the
skin, gills or gut. It is the simplest form of vaccine delivery system for fish and has proved to be
effective for mass vaccination. However, the uptake of antigens is limited compared to injection,
which results in short-term immunity or moderate to low protection in most instances.
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e Oral vaccination, while it might seem the ideal method of administration (it is non-stressful and
can be used for vaccinating all fish sizes), the development of efficacious and safe oral vaccines
has been a challenge due to significant limiting factors, e.g. ensuring even dose administration
throughout the targeted population, or ensuring that antigens are stable in the highly acidic gut
(stomach and foregut) environment without degradation before reaching the hindgut, wherein they
can be processed by the immune cells.

The majority of vaccines authorised for food-producing terrestrial animals and humans are designed
for subcutaneous or intramuscular administration, routes which may be impractical or impossible in
aquatic species, while the impact of administration by alternative routes more adapted to use in
aquatic species is entirely unknown. Appropriate dosing regimens for use in aquatic species would be
equally unknown.

Overall, it is considered that uncertainties resulting from
e the differing immune systems of terrestrial species, humans and aquatic species
e the heterogeneity of aquatic species immune systems

e the influence of the aquatic environment (e.g. temperature, light, water quality, salinity) on the
immune systems of aquatic species

e formulation factors (e.g. inclusion of an adjuvant)
e appropriate dosing regimens including routes of administration
e the practicalities of administering vaccines to aquatic species

mean that the likelihood of achieving clinically relevant results from administration of vaccines
authorised for food-producing terrestrial species and humans to aquatic species is extremely low.
Indeed, it is questionable whether such use could be considered “therapeutic” (it is noted that use of a
product in accordance with Article 114(1) is focused in particular on avoiding unacceptable suffering to
the treated animal). Administration of vaccines authorised for use in terrestrial species and humans to
aquatic species might better be considered “experimental”.

In light of the above, it is considered that inclusion of active principles used in immunological medicinal
products in the list referred to in Article 114(3) would seem scientifically inappropriate and may even
cause stakeholders to question the scientific validity of the list and the regulatory authorities. For
bacterial diseases where no authorised fish vaccine is available, the veterinarian would use an
inactivated immunological veterinary medicinal product manufactured from the relevant pathogen, as
defined in Article 2(3) of Regulation (EU) 2019/6. Consequently, only vaccines against viral diseases in
food-producing terrestrial animals or humans would be of even theoretical interest. However, it is also
noteworthy that the likelihood of veterinarians actually using vaccines authorised for food-producing
terrestrial species and humans in aquatic species is so low that the resulting environmental exposure
and impact is expected to be extremely limited.

In line with this, the European Commission noted that immunological medicinal products are linked to
particular pathogens that are often species-specific, and clarified that active substances of
immunological medicinal products should be considered for assessment only when the pathogens
concerned affect food-producing aquatic species. This review supports that no active substances of
immunological medicinal products should be recommended for inclusion in the list.
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3.3. Uncertainties and data gaps

Uncertainties and data gaps were identified in the process of developing the advice:

e There were limited data for the environmental risk assessment. The potential risks to the
environment as a consequence of the exposure of the environment associated with the use of the
substance according to Article 114(1) could not be comprehensively addressed as there are several
gaps that cannot be covered i.e. dose, target species, indications. Therefore, the environmental
risk assessment under this mandate was focused on the potential hazard of the substances due to
their inherent properties - with the exception of the homeopathic substances since the exposure of
the environment was considered very low in this case. Also, for most substances, the
environmental toxicity reference values were not available (e.g. Predicted No Effect Concentrations
- PNECs). Finally, when there was no information on aquatic hazard or no evidence of aquatic
hazard, the approach was to consider that there was no issue in relation to criterion (a) risk to
environment. Consequently, this assessment is not considered equivalent to a full environmental
risk assessment as described in Annex II of Regulation (EU) 2019/6. The inclusion of a substance
in the list does not exclude any environmental risks.

e This work is based on the information available and identified at the time of the assessment. It is
anticipated that new information may be available in the future. For example, the authorisation of
a first veterinary medicinal product for food-producing terrestrial species, or the authorisation of a
first medicinal product for human use, may make eligible a substance currently not eligible for
assessment. The same may result from the establishment of MRLs for a new substance. On the
contrary, the withdrawal of an authorisation of the only medicinal product containing the active
substance concerned may make not eligible a substance currently eligible for assessment. Finally,
new information on the environmental risk of an eligible substance may become available and
change the overall assessment against the criteria of Article 114(3) of Regulation (EU) 2019/6, and
hence the recommendation to include or not include the substance in the list, or to recommend a
specific risk mitigation measure. If an environmental risk mitigation measure is included in a SPC
of a veterinary medicinal product authorised for food-producing aquatic species, this should be
considered for the use of this substance under Article 114(1) of Regulation (EU) 2019/6. For these
reasons, it is considered that the list may need to be revised in the future.

3.4. Aspects beyond the scope of this mandate

e This advice does not address the substances (listed in Table 1 of the Annex to Regulation (EU) No
37/2010) used as excipients or adjuvants only. Indeed, as requested by the mandate, the scope of
the advice is limited to active substances. However, when selecting a medicinal product
(immunological or non-immunological) for use under Article 114(1) of Regulation (EU) 2019/6, the
responsible veterinarian will have to take into account the excipients, and other factors such as the
formulation in relation to the administration route, the concentration and quantity of active
substance in relation to the intended dose and use.

e This work is based on the criteria set out in Article 114(3) of Regulation (EU) 2019/6 and on the
other elements set out in the mandate from the Commission. These criteria do not formally include
as such the usefulness of the substance for food-producing aquaculture4® 3%, Consequently, a
number of substances recommended for inclusion in the list do not have an identified use in
aquatic food-producing species. This report does specify which of these substances have been

49 However, as indicated above, criterion (c) addresses the availability of other medicinal products
50 However, as indicated above, the immunological substances were considered where the pathogens concerned are
relevant for food-producing aquatic species

Scientific advice under Article 114(3) of Regulation (EU) 2019/6 on veterinary medicinal products - List of

substances used in veterinary medicinal products authorised in the Union for use in food-producing terrestrial

animal species or substances containe

EMA/CVMP/29892/2024 Page 41/63



identified by aquaculture sector as important for the treatment of food-producing aquatic species
(see substances marked by an asterisk in the tables from Section 4).

4. Conclusion and recommendations

The following substances are recommended for inclusion in the list>!,

Table 5. Substances recommended to be included in the list referred to in Article 114(3) of
Regulation (EU) 2019/6

Conditions of use and risk
mitigation measures

Classification Substance

Codes explained below the table

= Acetylcysteine (0]
- Acetylmethionine (0]
- Adenosine and its 5'-mono-, 5'- di-and 5° O

triphosphates
Homeopathic Adonis vernalis H
Homeopathic Aesculus hippocastanum H
Homeopathic Agnus castus H
Homeopathic Ailanthus altissima H
- Alanine 0]
Hormonal Alarelin I
Antiparasitic Albendazole * B
Antiparasitic Albendazole oxide B
- Alfacalcidol 0]
- Allantoin O
Homeopathic Allium cepa H
Herbal non- Aloe vera gel and whole leaf extract of 0]
homeopathic Aloe vera
Herbal non- Aloes, Barbados and Capae, their (0]
homeopathic standardised dry extract and

preparations thereof
- Aluminium phosphate o
- Aluminium salicylate, basic (0]
- Ammonium lauryl sulphate * 0]
Antibacterial Amoxicillin * B, C
Antibacterial Ampicillin B, C
Antiparasitic Amprolium * B
Herbal non- Anisi stellati fructus, standardised (0]
homeopathic extracts and preparations thereof
Homeopathic Apocynum cannabinum H
Antibacterial Apramycin B
- Arginine (0]
Herbal non- Arnica montana (arnicae flos and arnicae O
homeopathic planta tota)
Homeopathic Artemisia abrotanum H

51 The substance names are listed by alphabetical order.
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Classification

Homeopathic
Antibacterial
Homeopathic

Anaesthetic/sedative

Antibacterial

Antifungal

Anaesthetic/sedative

Hormonal

Homeopathic
Herbal non-
homeopathic

Substance

Asparagine

Aspartic acid

Atropa belladonna
Atropine

Bacitracin

Bellis perennis
Benzocaine *
Benzylpenicillin

Betaine

Biotin

Bromelain

Bronopol *

Brotizolam

Bupivacaine

Buserelin *

Butafosfan
Butylscopolaminium bromide
Calcium borogluconate
Calcium citrate

Calcium glucoheptonate
Calcium glycerophosphate
Calcium hypophosphite
Calcium pantothenate
Calcium chloride

Calcium gluconate
Calcium glucono glucoheptonate
Calcium phosphate
Calcium propionate
Calendula officinalis
Calendulae flos

Conditions of use and risk
mitigation measures

Codes explained below the table

OIT O0OO0OO0O0O0O0OO0DO0DO0DO0OO0ObO0DO0O"TO0OO®WOOOWwWIwWOoOTITOoDOo

Homeopathic Camphora H
Herbal non- Capsici fructus acer O
homeopathic

- Carazolol 0]
Homeopathic Cardiospermum halicacabum H
Herbal non- Carlinae radix 0]
homeopathic

- Carnitine 0]
- Carprofen (0]
Herbal non- Caryophilli aetheroleum (clove oil) * (0]
homeopathic

Antibacterial Cefacetrile C
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Classification

Substance

Conditions of use and risk
mitigation measures

Codes explained below the table

Antibacterial Cefalexin C

Antibacterial Cefalonium B, C

Antibacterial Cefapirin C

Antibacterial Cefazolin C

Antibacterial Cefoperazone B, S, C

Antibacterial Cefquinome B, S, C

Antibacterial Ceftiofur B, S, C

Herbal non- Centellae asiaticae extractum 0]

homeopathic

Antibacterial Chlortetracycline * B

- Choline O

Herbal non- Cimicifugae racemosae rhizoma (0]

homeopathic

Herbal non- Cinchonae cortex, standardised extracts (0]

homeopathic and preparations thereof

= Citrulline O

- Clodronic acid (in the form of disodium (0]
salt)

Hormonal Cloprostenol I

Antibacterial Cloxacillin 0]

= Cobalt gluconate (0]

Herbal non- Condurango cortex, standardised 0]

homeopathic extracts and preparations thereof

Homeopathic Convallaria majalis H
Copper sulphate * B

- Copper methionate (0]

Homeopathic Crataegus H

- Cytidine and its 5'-mono-, 5’-di- and 5’- (0]
triphosphates

Antibacterial Danofloxacin B

Antiparasitic Decoquinate * B, F

Antiparasitic Deltamethrin * B, D

- Dembrexine 0]

- Denaverine hydrochloride (0]

- Detomidine 0]

Hormonal Dexamethasone I

- Dexpanthenol O

Antibacterial Dicloxacillin 0]

Antibacterial Difloxacin B

Antibacterial Dihydrostreptomycin (0]

- Dimethicone O

Hormonal Dinoprost tromethamine I

Hormonal Dinoprostone I
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Classification

Substance

Conditions of use and risk
mitigation measures

Codes explained below the table

- Diprophylline (0]
- Doxapram O
Antibacterial Doxycycline * B
Hormonal D-Phenylalanine (6) luteinising- I
hormone releasing hormone
Homeopathic Echinacea H
Herbal non- Echinacea purpurea (0]
homeopathic
Antifungal Enilconazole B
Antibacterial Enrofloxacin * B
Hormonal Epinephrine I
- Ergometrine maleate (0]
Antibacterial Erythromycin * B
= Etamsylate O
Homeopathic Eucalyptus globulus H
Homeopathic Euphrasia officinalis H
Antiparasitic Fenbendazole * B
= Fenpipramide hydrochloride (0]
Antibacterial Florfenicol * B
Antiparasitic Flubendazole * B
Antibacterial Flumequine * B
Hormonal Follicle stimulating hormone (natural I
FSH from all species and their synthetic
analogues)
Food additive Food additive E 1202 - (0]
Polyvinylpolypyrrolidone
Food additive Food additive E 290 - Carbon dioxide 0]
Food additive Food additive E 967 - Xylitol O
Food additive Food additive E 322 - Lecithins 0]
Food additive Food additive E 522 - Aluminium (0]
potassium sulphate
Food additive Food additive E 941 - Nitrogen 0]
Food additive Food additive E 434 - Polyoxyethylene (0]
sorbitan monopalmitate (polysorbate 40)
Food additive Food additive E 577 - Potassium O
gluconate
Food additive Food additive E 500 - Sodium carbonates O
Food additive Food additive E 435 - Polyoxyethylene (0]
sorbitan monostearate (polysorbate 60)
Food additive Food additive E 340 - Potassium O
phosphates
Food additive Food additive E 300 - Ascorbic acid O
Food additive Food additive E 336 - Potassium tartrates O
Food additive Food additive E 339 - Sodium phosphates O
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Classification

Substance

Conditions of use and risk
mitigation measures

Codes explained below the table

Food additive Food additive E 464 - Hydroxypropyl (0]
methyl cellulose
Food additive Food additive E 621 — Monosodium (0]

Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive

glutamate

Food additive E 160d - Lycopene

Food additive E 939 - Helium

Food additive E 261 - Potassium acetate
Food additive E 400 - Alginic acid

Food additive E 948 - Oxygen

Food additive E 302 - Calcium ascorbate
Food additive E 579 - Ferrous gluconate
Food additive E 576 - Sodium gluconate
Food additive E 966 - Lactitol

Food additive E 332 - Potassium citrates
Food additive E 331 - Sodium citrates
Food additive E 407 - Carrageenan

Food additive E 420 - Sorbitols

Food additive E 327 - Calcium lactate
Food additive E 942 - Nitrous oxide
Food additive E 422 - Glycerol

Food additive E 100 - Curcumin

Food additive E 131 - Patent Blue V
Food additive E 351 - Potassium malate
Food additive E 416 - Karaya gum

Food additive E 345(i) - Trimagnesium
dicitrate

O O0OO0OO0OO0OO0OO0OO0OO0OO0OO0OO0OO0OO0OO0ODO0ODO0OO0OOoOOoOOo

Food additive Food additive E 1210 - Carbomer (0]
Antiparasitic Formaldehyde * B
Herbal non- Frangulae cortex, standardised extracts (0]
homeopathic and preparations thereof

Antibacterial Gamithromycin (0]
Antibacterial Gentamicin * B
Herbal non- Gentianae radix, standardised extracts (0]
homeopathic and preparations thereof

Homeopathic Ginkgo biloba H
Homeopathic Ginseng H
Herbal non- Ginseng, standardised extracts and (0]
homeopathic preparations thereof

- Glutamic acid O
- Glutamine 0]
= Glycine (0]
Hormonal Gonadorelin * I
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Conditions of use and risk
mitigation measures

Classification Substance

Codes explained below the table

Herbal non- Hamamelis virginiana (0]
homeopathic

Homeopathic Hamamelis virginiana H
Homeopathic Harpagophytum procumbens H
Homeopathic Harunga madagascariensis H
- Heparin and its salts (0]
- Heptaminol O
- Hesperidin (0]
- Hesperidin methyl chalcone O
- Hexetidine 0]
= Histidine )
Hormonal Human chorionic gonadotropin (HCG) * I
- Humic acids and their sodium salts 0]
Hormonal Hydrocortisone I
Antiparasitic Hydrogen peroxide * B
Herbal non- Hyperici oleum (0]
homeopathic

Homeopathic Hypericum perforatum H
Antiparasitic Imidocarb B
- Inosine O
- Inositol 0]
- Iron dextran O
- Iron sulphate (0]
Anaesthetic/sedative Isoeugenol * B
- Isoleucine (0]
- Isopropanol (0]
Antibacterial Kanamycin O
Anaesthetic/sedative Ketamine I
- Ketanserin tartrate O
- Lanolin 0]
Hormonal Lecirelin I
- Leucine 0]
Antiparasitic Levamisole * B
Anaesthetic/sedative Lidocaine 0]
Antibacterial Lincomycin * B
Herbal non- Lini oleum 0
homeopathic

Homeopathic Lobaria pulmonaria H
Hormonal Luteinising hormone (natural LH from all I

species and their synthetic analogues)

- Lysine (0]
- Magnesium acetate O
= Magnesium aspartate O
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Classification

Antibacterial
Antiparasitic

Herbal non-
homeopathic
Hormonal
Anaesthetic/sedative
Antiparasitic
Antibacterial
Antibacterial
Antibacterial

Antibacterial
Homeopathic

Antibacterial
Antiparasitic
Antibacterial
Antibacterial
Hormonal

Antifungal
Antibacterial
Antibacterial

Antibacterial

Substance

Magnesium carbonate
Magnesium chloride
Magnesium citrate
Magnesium gluconate
Magnesium glycerophosphate
Magnesium hydroxide
Magnesium hypophosphite
Magnesium orotate
Magnesium phosphate
Magnesium sulfate *
Manganese gluconate
Manganese glycerophosphate
Mannitol

Marbofloxacin

Mebendazole *

Medicago sativa extractum

Medroxyprogesterone acetate
Mepivacaine
Monensin *

Nafcillin

Natamycin

Neomycin *
Nicoboxil
Nonivamide
Novobiocin
Okoubaka aubrevillei
Ornithine

Orotic acid

Oxacillin
Oxfendazole *
Oxolinic acid *
Oxytetracycline *
Oxytocin

Pancreatin

Papain

Papaverine
Parconazole
Paromomycin
Penethamate

Pepsin
Phenoxymethylpenicillin
Phenylalanine

Conditions of use and risk
mitigation measures

Codes explained below the table

O W@ W OOOOOODOOOL OO O OO

OO0 0000000 WW ®WOOOI ®W®WOOWOO™Oo -
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Conditions of use and risk
mitigation measures

Classification Substance

Codes explained below the table

Homeopathic Phytolacca americana H
Antibacterial Pirlimycin O
- Poloxamer 0]
- Polysulfated glycosaminoglycan (0]
- Potassium DL-aspartate (0]
= Potassium glycerophosphate 0]
Antiparasitic Praziquantel * B
Hormonal Pregnant mare serum gonadotrophin I
(equine chorionic gonadotropin, PMSG)

Anaesthetic/sedative Procaine 0]
Hormonal Progesterone I
- Proline 0]
- Propylene glycol o
Homeopathic Prunus laurocerasus H
Herbal non- Quercus cortex (0]
homeopathic

- Quillaia saponins 0]
Hormonal R-Cloprostenol I
Antibacterial Rifaximin B
- Romifidine O
Herbal non- Ruscus aculeatus 0]
homeopathic

Herbal non- Sambuci flos O
homeopathic

Homeopathic Selenicereus grandiflorus H
Homeopathic Serenoa repens H
= Serine 0]
Homeopathic Silybum marianum H
= Sodium chloride * 0]
- Sodium glycerophosphate (0]
- Sodium hypophosphite (0]
= Sodium thiosulfate O
- Sodium cromoglycate 0]
= Sodium propionate (0]
Homeopathic Solidago virgaurea H
= Sorbitan sesquioleate O
Antibacterial Spectinomycin * B
Antibacterial Spiramycin B
Antibacterial Streptomycin (0]
Homeopathic Substances used in homeopathic H

veterinary medicines

- Sulfogaiacol 0]

Scientific advice under Article 114(3) of Regulation (EU) 2019/6 on veterinary medicinal products - List of

substances used in veterinary medicinal products authorised in the Union for use in food-producing terrestrial

animal species or substances containe

EMA/CVMP/29892/2024 Page 49/63



Conditions of use and risk
mitigation measures

Classification Substance

Codes explained below the table

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Antibacterial

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfadiazine*

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfadoxine*

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfamethizole

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfadimidine

Sulfonamides (all substances belonging
to the sulfonamide group) - Sulfapyridine
Sulfonamides (all substances belonging
to the sulfonamide group) - Sulfafurazole
Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfanilamide

Sulfonamides (all substances belonging
to the sulfonamide group) - Sulfathiazole
Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfamethoxazole

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfadimethoxine

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfamethoxypyridazine

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfamerazine

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfamethizole

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfachlorpyridazine

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfaquinoxaline

Sulfonamides (all substances belonging
to the sulfonamide group) -
Sulfamerazine
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Classification

Substance

Conditions of use and risk
mitigation measures

Codes explained below the table

Antibacterial Sulfonamides (all substances belonging B
to the sulfonamide group) -
Sulfamonomethoxine

Antibacterial Sulfonamides (all substances belonging B
to the sulfonamide group) -

Sulfacetamide

Antibacterial Sulfonamides (all substances belonging B
to the sulfonamide group) -
Formosulfathiazole

Antibacterial Sulfonamides (all substances belonging B
to the sulfonamide group) -
Phthalylsulfathiazole

Antibacterial Sulfonamides (all substances belonging B
to the sulfonamide group) -

Sulfaguanidine

Herbal non- Symphyti radix (0]

homeopathic

Homeopathic Syzygium cumini H

Herbal non- Terebinthinae laricina 0]

homeopathic

- Terpin hydrate o

Anaesthetic/sedative Tetracaine (0]

Antibacterial Tetracycline B

Antibacterial Thiamphenicol * B

Anaesthetic/sedative Thiopental sodium (0]

- Threonine 0]

Homeopathic Thuja occidentalis H

Antibacterial Tiamulin B

Antibacterial Tildipirosin O

Herbal non- Tiliae flos 0]

homeopathic

Antibacterial Tilmicosin B

- Tiludronic acid (in the form of disodium (0]
salt)

- Toldimfos 0]

- Tolfenamic acid O

Antiparasitic Toltrazuril * B
Tosylchloramide sodium * B

- Trichlormethiazide O

Antibacterial Trimethoprim * B

- Trimethylphloroglucinol O

Hormonal Triptorelin acetate I

- Tryptophan o

Antibacterial Tulathromycin B
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Classification

Substance

Conditions of use and risk
mitigation measures

Codes explained below the table

Homeopathic
Antibacterial
Antibacterial

Homeopathic

Herbal non-
homeopathic
Antibacterial

Turnera diffusa

Tylosin *

Tylvalosin

Tyrosine

Urginea maritima

Uridine and its 5'-mono-5'-di- and 5’-
triphosphates

Urticae herba

Valine

Valnemulin

Vedaprofen

Vetrabutine hydrochloride
Vincamine

O I OO0 WX

©)

Homeopathic Virola sebifera

Viscum album

Vitamin B1 (thiamine) *

= Vitamin B12

- Vitamin B2

= Vitamin B5

- Probiotic components including bacteria
and yeasts

Homeopathic

OO0 O0OO0OO0OITITOOOUwWDOo

o

= Stem cells - Chondrogenic induced
equine peripheral blood-derived
mesenchymal stem cells - Alisvetcel

- Stem cells - Equine umbilical cord- (0]
derived mesenchymal stem cells

= Stem cells - Tenogenic primed equine O
allogeneic peripheral blood-derived
mesenchymal stem cells - Tesrivetcel

* Substance identified by aquaculture sector as important for the treatment of food-producing aquatic species.

Conditions of use and risk mitigation measures:
O: No condition of use or risk mitigation measure.

B: The substance is expected to be harmful to the aquatic environment and must only be used if other,
less environmentally harmful treatment options are not available. If the substance can be used by
multiple application methods, the method that will result in the lowest environmental exposure while
achieving a satisfactory therapeutic effect must be selected.

When possible, any treatment shall take place in a closed system>2 with:

52 This RMM does not restrict the use of the substance to closed systems, but strongly recommends to consider them
whenever possible. For the purpose of this advice, a 'closed system' should be understood as a 'contained treatment
system'—that is, any setup in which effluent containing the substance can be effectively confined, controlled, and treated
before being released. This approach should be considered regardless of the type of aquaculture facility. For example, in
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a) removal or inactivation of the substance in used treatment water or solid waste before discharge
into the environment

b) if (a) is not possible, contaminated water should be released into a recognised wastewater
treatment system

) if neither (a) nor (b) are possible, dilution of contaminated water so that the substance is present at
concentration levels lower than 1ug/L>3 is required before discharge in the environment.

C: The substance shall not be used in combination with beta-lactamase inhibitors.

D: Deltamethrin is toxic to aquatic and sediment living species and may cause adverse effects in the
vicinity of treated sea cages. Also, at distances of up to 4 kilometers downstream short-term effects
after treatment can be seen in sensitive organisms. Deltamethrin demonstrates high affinity to organic
matter and particles in the water column and in sediments. Deltamethrin is very stable and slowly
degradable when bound to sediments, both at aerobic and anaerobic conditions. The environmental
risk assessment of deltamethrin, is based on the theoretical use of only a single (annual) application in
a single cage at one site. More frequent use and/or use on a larger scale may pose an increased risk to
the environment. In order to ensure safe use (including large scale and multiple treatments) of
deltamethrin under a combination of different environmental conditions (e.g. low water current
speeds, shallow waters, short distance to the shore etc.) local environmental regulations governing
discharges, where applicable, must be adhered to. If there is any doubt about safe use, relevant
competent authorities should be consulted or professional advice sought accordingly.

Other precautions: The substance is toxic to crustaceans and should not be used in sea farms where
crabs or lobsters are kept in the close vicinity of the treated sea-cages (<200 m), or when local water-
currents increase the likelihood of exposure. To prevent toxic effects on local aquatic organisms and to
prevent toxic waste of deltamethrin to be washed into the littoral zone, bath treatment should be
performed at outgoing tide or during periods with a local outgoing current.

S: The substance shall be used in individual animals only.
F: The substance shall be administered in feed only.

H: The substance shall be used in line with the homeopathic conditions specified in Table 1 of the
Annex of Regulation (EU) No 37/2010.

I: The substance shall be administered by injection only.

The following substances are recommended to be not included in the list54:

Table 6. Substances recommended to be not included in the list referred to in Article 114(3)
of Regulation (EU) 2019/6

Classification Substance

Antiparasitic Abamectin
Herbal non-homeopathic Absinthium extract
- Acetylsalicylic acid

semi-open facilities, temporary containment measures can be implemented during treatment to reduce environmental
exposure or in raceways, individual raceway units can be isolated and treated separately to minimize the volume of treated
water discharged into the environment.

53 From EMA/CVMP/ERA/418282/2005, ‘Guideline on environmental impact assessment for veterinary medicinal products in
support of the VICH guidelines GL6 and GL38’, available from: https://www.ema.europa.eu/en/environmental-impact-
assessment-veterinary-medicinal-products-support-vich-guidelines-gl6-gl38-scientific-guideline.

54 The substance names are listed by alphabetical order.
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Classification Substance

- Acetylsalicylic acid DL-lysine

Hormonal Alfaprostol
Antiparasitic Alphacypermethrin and cypermethrin
Hormonal Altrenogest

- Aluminium distearate
- Aluminium hydroxide

Antiparasitic Amitraz

- Ammonium chloride

Herbal non-homeopathic Angelicae radix aetheroleum
Herbal non-homeopathic Anisi aetheroleum

= Azaperone

Herbal non-homeopathic Balsamum peruvianum
Antibacterial Bambermycin *

Hormonal Beclomethasone dipropionate

- Benzyl benzoate

- Benzyl p-hydroxybenzoate
Hormonal Betamethasone

- Bismuth subsalicylate

- Bismuth subgallate

- Bismuth subnitrate

- Bituminosulfonates, ammonium and sodium salts
Herbal non-homeopathic Boldo folium

- Boric acid and borates

= Bromhexine

- Bromide, potassium salt
- Bromide, sodium salt

- Butorphanole tartrate

- Butyl 4-hydroxybenzoate
- Cabergoline

- Caffeine

- Calcium acetate

= Calcium oxide

- Calcium carbonate

- Calcium hydroxide

= Calcium sulphate

- Camphor

= Carbasalate calcium
Hormonal Carbetocin

Herbal non-homeopathic Cardamon extract
Herbal non-homeopathic Carvi aetheroleum

= Cetostearyl alcohol
= Cetrimide

= Chlorhexidine
Hormonal Chlormadinone

= Chlorocresol

- Chlorphenamine
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Classification

Substance

Hormonal
Herbal non-homeopathic
Herbal non-homeopathic

Herbal non-homeopathic
Herbal non-homeopathic
Herbal non-homeopathic
Antibacterial
Antiparasitic
Antiparasitic

Antibacterial
Herbal non-homeopathic
Antiparasitic
Antiparasitic
Antiparasitic
Antiparasitic
Antiparasitic
Antiparasitic

Antiparasitic
Antiparasitic

Hormonal

Herbal non-homeopathic

Antiparasitic

Hormonal
Antiparasitic

Antiparasitic
Herbal non-homeopathic

Food additive

Food additive

Food additive
Food additive

Chymotrypsin
Ciclesonide

Cinnamomi cassiae aetheroleum
Cinnamomi cassia cortex, standardised extracts and

preparations thereof

Cinnamomi ceylanici aetheroleum

Citri aetheroleum
Citronellae aetheroleum
Clavulanic acid *
Clorsulon

Closantel

Cobalt dichloride
Copper chloride
Colistin

Copper gluconate
Coriandri aetheroleum
Coumafos
Cyfluthrin

Cysteine

Derquantel

Diazinon

Diclazuril

Diclofenac

Dicyclanil

Dimethyl phthalate
Dimethyl sulphoxide
Doramectin
Eprinomectin

Ethylenediaminetetraacetic acid (EDTA) and salts

Etiproston tromethamine
Eucalypti aetheroleum
Eucalyptol

Febantel

Firocoxib

Flugestone acetate
Flumethrin

Flunixin

Fluralaner

Foeniculi aetheroleum
Folic acid

Food additive E 470a - Sodium, potassium and calcium salts of

fatty acids

Food additive E 466 - Sodium carboxy methyl cellulose,

Cellulose gum

Food additive E 320 - Butylated hydroxyanisole (BHA)
Food additive E 321 - Butylated hydroxytoluene (BHT)
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Classification

Substance

Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive

Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive
Food additive

Food additive E 520 - Aluminium sulphate
Food additive E 905 - Microcrystalline wax
Food additive E 200 - Sorbic acid

Food additive E 512 - Stannous chloride

Food additive E 586 - 4-Hexylresorcinol

Food additive E 514 - Sodium sulphates

Food additive E 175 - Gold

Food additive E 1203 - Polyvinyl alcohol (PVA)
Food additive E 127 - Erythrosine

Food additive E 432 - Polyoxyethylene sorbitan monolaurate

(polysorbate 20)

Food additive E 132 - Indigotine, Indigo carmine
Food additive E 363 - Succinic acid

Food additive E 553b - Talc

Food additive E 501 - Potassium carbonates
Food additive E 223 - Sodium metabisulphite
Food additive E 440 - Pectins

Food additive E 412 - Guar gum

Food additive E 262 - Sodium acetates

Food additive E 461 - Methyl cellulose

Food additive E 211 - Sodium benzoate

Food additive E 161b - Lutein

Food additive E 218 - Methyl p-hydroxybenzoate
Food additive E 260 - Acetic acid

Food additive E 515 - Potassium sulphates

Food additive E 325 - Sodium lactate

Food additive E 401 - Sodium alginate

Food additive E 524 - Sodium hydroxide

Food additive E 210 - Benzoic acid

Food additive E 301 - Sodium ascorbate

Food additive E 551 - Silicon dioxide

Food additive E 508 - Potassium chloride

Food additive E 160a - Carotenes

Food additive E 525 - Potassium hydroxide

Food additive E 171 - Titanium dioxide

Food additive E 1201 - Polyvinylpyrrolidone
Food additive E 173 - Aluminium

Food additive E 214 - Ethyl-p-hydroxybenzoate
Food additive E 330 - Citric acid

Food additive E 1521 - Polyethylene glycol

Food additive E 513 - Sulphuric acid

Food additive E 172 - Iron oxides and hydroxides
Food additive E 914 - Oxidised polyethylene wax
Food additive E 392 - Extracts of rosemary

Food additive E 319 - Tertiary-butyl hydroquinone (TBHQ)

Formic acid
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Classification

Substance

Antiparasitic
Herbal non-homeopathic
Hormonal

Hormonal

Anaesthetic/sedative
Antiparasitic
Herbal non-homeopathic

Herbal non-homeopathic
Herbal non-homeopathic

Hormonal

Hormonal
Herbal non-homeopathic

Herbal non-homeopathic
Herbal non-homeopathic
Antibacterials

Hormonal

Herbal non-homeopathic
Herbal non-homeopathic

Herbal non-homeopathic

Furosemide
Glutaraldehyde
Guaiacol
Halofuginone
Hippocastani semen

Human menopausal urinary gonadotrophin

Hyaluronic acid
Hydrochlorothiazide
Hydrocortisone aceponate
Hydroxyethylsalicylate
Iodine

Potassium iodide
Povidone, iodinated
Iodoform

Iron fumarate
Isoflurane

Ivermectin *

Juniperi fructus
Ketoprofen

Lactic acid

Lauri folii aetheroleum
Lavandulae aetheroleum
Levomethadone
Levothyroxine
Lobeline

Luprostiol

Magnesium

Magnesium aluminium silicate

Magnesium oxide
Magnesium trisilicate
Majoranae herba
Manganese carbonate
Manganese chloride
Manganese sulphate

Matricaria recutita and preparations thereof

Matricariae flos
Mecillinam

Melatonin

Melissae aetheroleum
Melissae folium
Meloxicam
Menadione
Menbutone

Menthae piperitae aethe- roleum

Menthol

Mercaptamine hydrochloride
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Classification

Substance

Hormonal

Herbal non-homeopathic

Antiparasitic
Antiparasitic
Antiparasitic
Herbal non-homeopathic
Antiparasitic
Antiparasitic

Antiparasitic
Antiparasitic
Hormonal
Hormonal
Antiparasitic

Antiparasitic
Herbal non-homeopathic
Antiparasitic

Hormonal

Antiparasitic

Herbal non-homeopathic
Antiparasitic

Herbal non-homeopathic
Herbal non-homeopathic
Herbal non-homeopathic

Herbal non-homeopathic

Metamizole
Methionine

Methyl nicotinate
Methylprednisolone
Methyl salicylate

Millefolii herba
Mineral hydrocarbons, low to high viscosity including

microcristalline waxes, approximately C10-C60, aliphatic,

branched aliphatic and alicyclic compounds

Monepantel

Morantel

Moxidectin

Myristicae aetheroleum
Neostigmine

Netobimin

Nickel sulphate

Nickel gluconate
Nitroxinil

Octenidine dihydrochloride
Omeprazole

Oxalic acid
Oxibendazole
Oxyclozanide
Paracetamol

Peforelin

Pegylated bovine granu-locyte colony stimulating factor

Permethrin
Phenol
Phloroglucinol
Phoxim
Phytomenadione

Piceae turiones recentes extractum

Piperazine
Piperonyl butoxide
Policresulen
Polysorbate 80
Potassium nitrate
Prednisolone
Pyrantel embonate
Pyrethrum extract
Rafoxanide

Rhei radix, standardised extracts and preparations thereof

Rosmarini aetheroleum
Rosmarini folium
Salicylic acid

Salviae folium
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Classification Substance

- Sodium chlorite
= Sodium dichloroisocyanurate
- Sodium nitrite
= Sodium selenate
- Sodium selenite
- Sodium salicylate
- Sulphur
= Tanninum albuminatum
Antiparasitic Tau fluvalinate
Herbal non-homeopathic Terebinthinae aetheroleum rectificatum
= Theophylline
Antiparasitic Thiabendazole
- Thioctic acid
Herbal non-homeopathic Thymi aetheroleum
= Thymol
Antiparasitic Triclabendazole
= Trypsin
= Urea
= Vitamin A
= Vitamin B3
- Vitamin B6
= Vitamin D
= Vitamin E
- Wool alcohols
- Xylazine hydrochloride
- Zinc acetate
- Zinc aspartate
- Zinc chloride
- Zinc gluconate
- Zinc oxide
- Zinc sulphate
- 2-Aminoethanol
- 8-Hydroxyquinoline
* Substance identified by aquaculture sector as important for the treatment of food-producing aquatic species.

** Substance considered similarly to * due to possible combination with amoxicillin which is identified by
aquaculture sector as important for the treatment of food-producing aquatic species *.
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Acronyms

AM
AMEG
AMR
ATC
ATCVet
CaL
CLP
CVMP
DNA
ECHA
ED
EDTA
EMA
EU
FSH
GHS
HCG
IHN
IVMP
NCA
PBT
PNEC
PuAR
RMM
SDS
SPC
UBA
US EPA
VICH

VMP
vPvB
WFD
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Annex 5.1: Eligibility table

Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P IR (R B T 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- P 37/2010 (= in
t tant or 2
ance for out overlap
(y/n/out | of scope . s VMP FP . and not
of Original SMS° Substance name terres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial* example (y/n) P scope) y/n
(y/n)
BULMECTIN®
o .

No Abamectin Abamectin yes 0,2 /°. medicated no no yes

premix for cattle,

sheep and horses

WERMUTKRAUT ZUR
No Absinthium extract | Absinthium extract no yes ANWENDUNG BEI no yes
ERWACHSENEN UND

1 AM: Antimicrobial

2 A substance in the overlap is a substance of Table 1 which is either an active substance of VMP for food-producing (FP) terrestrial species or an active substance of HMP, with the
exception of the AMs reserved for human use.

3 SMS: Substance Management Service. SMS provides a central dictionary of substance data and supports the exchange of data between information systems across the European
medicines regulatory network and across the pharmaceutical industry. https://spor.ema.europa.eu/smswi/#/

4 VMP FP terrestrial: Veterinary medicinal product for food-producing terrestrial species

5> HMP: Medicinal product for human use
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Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000 An agency of the European Union
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Impor- 1st step: Substance
tant or substances in eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result asgess-
for n names
scope . Regulation ment
subs- | MR | 3772010 (= in
tance for out overlap?
(y/n/out | of scope oriai s VMP FP . and not
of riginal SMS?3 Substance name te_rres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial® example (y/n) scope) y/n
(y/n)
KINDERN AB 12
JAHREN SIDROGA
No Acetyl cysteine Acetylcysteine yes KANAMUCIL yes ACC no yes
SOLUZIONE
GLUCOSATA 25%
CON METIONINA,
No Acetylmethionine Acetylmethionine yes 250 mg/ml +. >0 no no yes
mg/ml, soluzione
per infusione per
bovini, equini,
cani e gatti
Febrivex p, 650
mg/g pé oral
No Acetylsalicylic acid Acetylsalicylic acid yes para suinos e yes A.A.S. no yes
frangos de
engorda.
No Acetylsalicylic acid Lysine aspirin no yes ACETILSALICILATO o yes
DL-lysine DE LISINA LABESFAL
Adenosine and its
No >"-mono-, 5™ di- Adenosine phosphate, sodium salt | yes MYOTROFIL yes ADENYL 60 mg, no yes
and 5’ trip- comprimeé
hosphates
No Adonis vernalis Adonis vernalis yes ﬁg:?a?erpp' yes Auxcillin Hm no yes
No ﬁﬁ)sgcl:cl::ztanum Aesculus hippocastanum no yes Haemex no yes
No Agnus castus Agnus castus no yes Mastodynon no yes
No Ailanthus altissima Ailanthus altissima no yes Me_rcurlus Cyanatus N no yes
Oligoplex
BOGRAS
No Alanine Alanine yes soluzione yes AMINO-MEL NEPHRO | no yes
iniettabile per
bovini
No Alarelin Alarelin yes MRADbit no no yes
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iniettabile per

Impor- 1st step: Substance
tant or substances in . eligible for
out of :)erason Table 1 of ::;:;ep' ciesnedisubstance 3rd step: analysis result assess-
scope impor- Regulation ment
subs- | MR | 3772010 (= in
tance for out overlap?
(y/n/out | of scope o s VMP FP . and not
of Original SMS?3 Substance name terres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial® example (y/n) P scope) y/n
(y/n)
Albendazole
300/Anafasis, ALBENDAZOL MICRO
Yes AAC Albendazole Albendazole yes 300mg/tab diokia yes LABS no yes
yla npéBara
No Albendazole oxide Albendazole oxide yes Gardal 10% no no yes
No Alfacalcidol Alfacalcidol no yes A-OSTIN-D3 no yes
ALFABEDYL 2
No Alfaprostol Alfaprostol yes ma/ml no no yes
No Allantoin Allantoin no yes ALANTAN no yes
. . Articulatio comp.
No Allium cepa Allium cepa yes N PlantaVet yes Neutrovent no yes
Aloe vera gel and
Aloe vera gel and whole leaf PURGARUMINA
No whole leaf extract extract of Aloe vera yes TIPO FORTE yes IDEOLAXYL no yes
of Aloe vera
Aloes, Barbados
and Capae, their .
No standardised dry stlgﬁzlal?dai;te)zdgf aQ)?trCaiEaai’dthelr es PURGARUMINA es Ideolaxyl no es
extract and : Y y TIPO FORTE Y Y Y
] preparations thereof
preparations
thereof
No AIphac_:yper- Alphacypermethrin yes ANALNN DIACIP no no yes
methrin
Regumate Equine
2.2 mg/ml oral
No Altrenogest Altrenogest yes solution for no no yes
horses
No Aluminium tris- Aluminium tristearate no no no no
tearate
No A]umlnlum Aluminium distearate no yes REMEDERM no yes
distearate
CLASOVAX
No Aluminium Aluminium hydroxide yes vaccino inattivato | oo | ACIDO-GIT MAALOX | no yes
hydroxide in sospensione
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Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- P 37/2010 (=in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
O¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) P scope) y/n
scope)
(y/n)
bovini, ovini e
caprini
No Alumln!um Aluminium hydroxide acetate no no no no
hydroxide acetate
Aluminium .
No Aluminium monostearate no no no no
monostearate
Aluminium GELATUM ALUMINII
No hosphate Aluminium phosphate no yes PHOSPHORICI PF no yes
phosp ZIOLOLEK
Aluminium L -
No salicylate, basic Hydroxyaluminium disalicylate yes VETO-ANTI-DIAR | no no yes
No Amitraz Amitraz yes APIVAR no no yes
No Ammonium Ammonium chloride no yes ADDEX- no yes
chloride
FMP Ammonium lauryl Helodip 3.1 %
Yes Y Ammonium dodecyl sulfate yes w/v Teat Dip yes DERMOWAS no yes
survey sulphate
Concentrate
Yes FMP Ammonium sulfate | Ammonium sulfate no no no no
survey
Lamoxsan 150
mg/ml
Yes CMDv list | Amoxicillin Amoxicillin yes suspension for yes ABBA no yes
injection for
cattle and pigs
Vetamplius
mucosol 100
- L g/500 ml polvere _
No Ampicillin Ampicillin yes e solvente per yes A-PEN no yes
soluzione
iniettabile
Coccibal, 400
. . mg/ml oplossing
Yes AAC Amprolium Amprolium yes voor gebruik in no no yes
drinkwater voor
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Impor- 1st step: Substance
tant or substances in eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result asgess-
for . names
scope . Regulation ment
subs- | MR | 3772010 (= in
tance for out overlap?
(y/n/out | of scope oriai s VMP FP . and not
of riginal SMS?3 Substance name te_rres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial® example (y/n) scope) y/n
(y/n)
kippen en
kalkoenen
No Angelicae radix Angelica Archangelica Root no yes MELISANA no yes
aetheroleum
Colosan,
No Anisi aethe- roleum | Anise oil yes suspensie voor yes ANIZYN no yes
oraal gebruik
Anisi stellati
fructus, stan-
No dardised extracts Anisi Stellati Fructus no yes NAGY SVEDCSEPP no yes
and preparations
thereof
No ?:r?r?ggll}l\nljm Apocynum cannabinum no yes Herztropfen no yes
Apravet 100 000
NE/g
. . ogypremix
No Apramycin Apramycin yes ggrt?;gk &s no no yes
hazinyulak
szamara A.U.V
No Agua levici Aqua levici no no no no
No Arginine Arginine yes Ornipural solution | yes AMINO-MEL NEPHRO no yes
Arnica montana
No (arnicae los and Arnica montana planta tota no yes QEB%SQSBUMPS AND no yes
arnicae planta tota)
No Arnicae radix Arnicae radix no no no no
No :t;tr%rtzlifm Artemisia abrotanum yes \Igv;r;ap:ll'?cfsil S yes Abrotanum no yes
No Asparagine Asparagine no yes AMINOPLASMAL HEPA | no yes
No Aspartic acid Aspartic acid yes Metabolik yes AMINOPLASMAL no yes
No Atropa belladonna Atropa belladonna yes \Iiveer;at\i/seatIG yes Angin-Heel no yes
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injectavel para

SODIUM ROWEX

Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for n names
scope impor- Regulation ment
subs- P 37/2010 (= in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
0¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) P scope) y/n
scope)
(y/n)
VT doses
No Atropine Atropine yes atropine 1 pour yes ATROPIN ACTREVO no yes
cent
No Avilamycin Avilamycin no no no no
No Azagly-nafarelin Azagly-nafarelin no no no no
Yes CMDyv list | Azamethiphos Azamethiphos no no no no
Azaporc 40
mg/ml solution
No Azaperone Azaperone yes for injection for no no yes
pigs
Bacivet S 4200
No Bacitracin Bacitracin yes IU/g Poeder voor | | ¢ ALTABACTIN no yes
gebruik in
drinkwater
No Siaalrs]ﬂnnlum peru- Balsamum peruvianum no yes SOCKETOL no yes
Yes CMDv list | Bambermycin Bambermycin yes dnasomMuumnH 80 no no yes
No Baquiloprim Baquiloprim no no no no
No Barium selenate Barium selenate no no no no
No B_eclonjethasone Beclometasone dipropionate no yes AEROBEC no yes
dipropionate
. . . . Trauma-logoplex . .
No Bellis perennis Bellis perennis yes forte injekcid yes Bellis N Oligoplex no yes
Out of Excipient Benzglkonlum Benzalkonium chloride no yes AFTAJUVENTUS no no
scope only chloride
A o,
Yes CMDv list Benzocaine Benzocaine yes Au[ec’)za’syp, 2%, yes AAA SORE THROAT no yes
Kozni zasyp
out of Excipient Benzyl alcohol Benzyl alcohol no yes AUTODERM EXTRA no no
scope only
No Benzyl benzoate Benzyl benzoate no yes ACARILBIAL no yes
Benzyl p-hydroxy-
No benzoate Benzyl parahydroxybenzoate no yes EPITEST 36 no yes
- - Repen suspensdo BENZYLPENICILLIN
No Benzylpenicillin Benzylpenicillin yes yes no yes
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Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- | MR | 3772010 (= in
tance overlap?
for out VMP FP and not
(y/n/out | of scope . 5 5
of Original SMS?3 Substance name terres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial® example (y/n) P scope) y/n
(y/n)
bovinos, equinos,
ovinos, suinos,
caes e gatos
ORNIPURAL
solugdo injetavel
No Betaine Betaine Anhydrous yes para Bovmo'_s, yes AMVERSIO no yes
Equinos, Ovinos,
Suinos, cdes e
gatos
No Betaine glucu- Betaine glucuronate no no no no
ronate
No Betamethasone Betamethasone yes Penbex yes ALPIDER no yes
No Biotin Biotin yes Oxytetravit yes ACTIVAL EXTRA no yes
No Elsmuth subcar- Bismuth subcarbonate no no no no
onate
No Eé??;t';h subsa- Bismuth subsalicylate no yes INTESTAL no yes
No Bismuth subgallate | Bismuth subgallate no yes ANUSOL no yes
ShutOut /
Cepralock 2.6 g
No Bismuth subnitrate | Bismuth subnitrate yes Intramammary yes BISMUTH GRANIONS no yes
Suspension for
Dry Cows
Bituminosul-
No fonates, Ammonium bituminosulfonate no yes ICHTHO-BAD no yes
ammonium and concentrate
sodium alts
) . ARTICHOKE-MILK
No Boldo folium Boldo folium no yes THISTLE COMPLEX no yes
No Boric acid and Boric adid o Sg,;?g'ggg/“at de o | ACIDIBORICIFONO | os
borates Y 1 sev, Y VIII. NATURLAND y
solutie injectabila
No Bromelain Bromelains no yes ANANASE no yes
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Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- P 37/2010 (=in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
O¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) P scope) y/n
scope)
(y/n)
Vetamplius
mucosol 4g/20
No Bromhexine Bromhexine yes ml polvere e yes ARDINE no yes
solvente per
soluzione
iniettabile
Bromide, . .
No . Potassium bromide yes Kalmofarm yes DIBRO-BE MONO no yes
potassium salt
Bromide. sodium ELIXIRIUM THYMI
No salt ! Sodium bromide no yes COMPOSITUM FONO no yes
VII
BRONOPOL
Yes CMDv list | Bronopol Bronopol no yes SMARTPRACTICE no yes
EUROPE
Mederantil, 0,2
. . mg/ml oplossing BROTIZOLAM
No Brotizolam Brotizolam yes voor injectie voor yes AMDIPHARM no yes
runderen
No Bupivacaine Bupivacaine es Egllil-gglcf:i?é;ea es BUPIVACAINA no es
P P y ¢ y ANGELINI y
para cavalos
Yes CMDv list Buserelin Buserelin yes By3epuH yes METRELEF no yes
Catophos,
No Butafosfan Butafosfan yes 100+_0,05mg/m|, no no yes
Solution for
injection
Torbugesic vet 10
mg/ml solugdo
No Butorphanole Butorphanol tartrate yes injetavel para no no yes
tartrate ~
cavalos, cdes e
gatos
Butyl 4-hydroxy- BUTYLHYDROXYBENZ
No benzoate Butyl parahydroxybenzoate no yes OAT no yes
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Impor- 1st step: Substance
tant or substances in eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result asgess-
for n names
scope . Regulation ment
subs- | MR | 3772010 (= in
tance for out overlap?
(y/n/out | of scope oriai s VMP FP . and not
of riginal SMS?3 Substance name te_rres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial® example (y/n) scope) y/n
(y/n)
Buscopan
Compositum ad
Butylscopo- us. vet. 4 mg/ml
No lamini . HYOSCINE BUTYLBROMIDE yes + 500 mg/ml, yes ADDOFIX no yes
aminium bromide T M
Injektionslésung
fur Pferde, Kaélber
und Hunde
No Cabergoline Cabergoline no yes ACTUALENE no yes
KO®EWH
HATPUVEB ACETYLSALICYLIC
No Caffeine Caffeine yes BEH30AT 20% yes ACID, PARACETAMOL, | no yes
pas3TBoOp 3a COFFEINE MAREL
MHXeKLMKU
No Calcium acetate Calcium acetate yes SURCALCE yes CALCET no yes
Kanunes
No ICEJ?:IS:']uaTe borog- Calcium borogluconate yes gggg?ag:ggs-rsa no no yes
MHXEKUMN
No Calcium citrate Calcium citrate no yes CITROKALCIUM no yes
CALCIFORTE
Solugdo de cdlcio EDULCOREE AU
No Calcium gluco- Calcium glucoheptonate yes Braun solugao yes CYCLAMATE DE no yes
heptonate injetavel SODIUM ET A LA
SACCHARINE
SODIQUE
No Calcium gluco- Calcium gluconolactate no no no no
nolactate
No S:;ﬂg;;hgltéce_ Calcium glycerophosphate yes i'?'J‘S!en injekcio yes ARPHOS no yes
No gﬁg:;;mtehypo_ Calcium hypophosphite yes KAJTUMBEKC yes ERIGON no yes
No Calcium malate Calcium malate no no no no
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Impor- 1st step: Substance
tant or substances in eligible for
out of Reason Table 1 of 2ndistep:icleanedisubstance 3rd step: analysis result asgess-
for . names
scope . Regulation ment
subs- | MR | 3772010 (= in
tance for out overlap?
(y/n/out | of scope oriai s VMP FP . and not
of riginal SMS?3 Substance name te_rres- VMP name HMP HMP name example out of
scope) extracted name (cleaned) trial® example (y/n) scope) y/n
(y/n)
Calcitat -
No Calcium oxide Calcium oxide yes Injektionslésung yes ICHTOXYL no yes
fur Tiere
STIMULFOS
soluzione
No Calcium panto- Calcium pantothenate yes iniettabile per yes APOVIT B-COMBIN o yes
thenate bovini, ovini, STARK
equini, suini, cani
e gatti
No gﬁfé;ﬂ;tggly- Calcium polyphosphates no no no no
No Calcium_silicate Calcium silicate no no no no
No Calcium stearate Calcium stearate no no no no
No Calcium aspartate Aspartate calcium no no no no
No Calcium benzoate Calcium benzoate no no no no
No Calcium carbonate Calcium carbonate yes CA.LC{U!VI’ 20%, yes AC-CALCIVITD3 BT no yes
Injekéni roztok
Soroplasma CALCIFORTE
solugdo injetavel EDULCOREE AU
No Calcium chloride Calcium chloride yes para equinos yes CYCLAMATE DE no yes
bovinos cées’ e SODIUM ET A LA
! SACCHARINE
gatos. SODIQUE
CALCIFORTE
EDULCOREE AU
No Calcium gluconate Calcium gluconate yes NOROCALCIN 20 yes CYCLAMATE DE no yes
CM INJECTION SODIUM ET A LA
SACCHARINE
SODIQUE
No gﬁ:ggmg&gﬁg& Calcium gluconoglucoheptonate yes MAGNOPHOS no no yes
No Calcium glutamate Calcium glutamate no no no no
. . . : Calcitat 50,
No Calcium hydroxide Calcium hydroxide yes : no no yes
solution for
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Impor- 1st step: Substance
tant or substances in eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result asgess-
scope for Regulation names ment
subs- | !mpor- 37/2010 (= in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
of Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) scope) y/n
scope)
(y/n)
infusion and
injection in cattle
CALCIUM AND
No Calcium phosphate | Calcium phosphate no yes ERGOCALCIFEROL no yes
CRESCENT PHARMA
No Calcium propionate | Calcium propionate yes PROD¥GESTA,'§‘ no no yes
peroralny prasok
No Calcium sulphate Calcium sulfate no yes CIRCOSAN no yes
No Calendula officinalis | Calendula officinalis yes Traun_1a_-|og_olplex yes Calendumed no yes
forte injekcid
No Calendulae flos Calendulae flos no yes EPILOBIN PLANTA no yes
Kamdop-
No Camphor Camphor yes canmunInKos yes 2 - DROP no yes
YHIBEHT
No Camphora Camphora no yes Chamoca no yes
No gg:rsla fructus Capsici fructus acer no yes SOR VIRGINIA no yes
Simpanorm 0,5
No Carazolol Carazolol yes mg/ml Roztwor no no yes
do wstrzykiwan
No Cart_)asalate Carbasalate calcium no yes ASCAL no yes
calcium
Depotocin 70
ug/ml, oplossing
No Carbetocin Carbetocin yes voor injectie voor | yes CARBETOCIN no yes
runderen en
varkens
GALLEXIER
No Cardamon extract Cardamon extract no yes KRAUTERBITTER no yes
ELIXIER
No Cardiospermum Cardiospermum halicacabum no yes POLLINOSAN no yes
halicacabum HAYFEVER
No Carlinae radix Carlinae radix no yes NAGY SVEDCSEPP no yes
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Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- P 37/2010 (=in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
0¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial* example (y/n) P scope) y/n
scope) (y/n)
METABOLASE
FORTE, solution
No Carnitine Carnitine yes for injection for yes VIGORUP no yes
cattle, sheep,
swine, horses
Carprosol 50
mg/ml solution
No Carprofen Carprofen yes for injection for no no yes
cattle
Carvi aethe- Colosan - Losung
No Carvi aetheroleum yes zum Eingeben fir | yes Milchbildungsdl no yes
roleum -
Tiere
Melissengeist
ademspray,
Caryophylli . neusspray voor .
Yes AAC aetheroleum Caryophylli aetheroleum yes herkauwers, yes Osa Zahnungshilfe no yes
paarden en
varkens
yes if yes (not in
CEFAXIMIN - L combinati | combinati
No Cefacetrile Cefacetrile yes .100 mg/290 mg no on with on with
intramamalna beta- beta-
emulzia lactamase | lactamase
inhibitor inhibitor)
yes if yes (not in
Ceporex vet 189 combinati | combinati
mg/ml suspensdo on with on with
No Cefalexin Cefalexin yes injetavel para yes CEFALEKSIN BELUPO beta- beta-
bovinos, cdes e
atos lactamase | lactamase
9 inhibitor | inhibitor)
Seclaris DC 250 yes if yes (not in
. . mg combinati | combinati
No Cefalonium Cefalonium yes . . no . -
intramamarna on with on with
suspenzia pre beta- beta-
Annex 5.1: Eligibility table Page 12/79



Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- P 37/2010 (=in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
0¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) P scope) y/n
scope) (y/n)
dojnice v obdobi lactamase | lactamase
statia na sucho inhibitor inhibitor)
Mastiplan Ic,
300mg/20 mg yes if yes (not in
(cefapirina/predni combinati | combinati
No Cefapirin Cefapirin yes solona), no on with on with
suspensdo beta- beta-
intramamaria lactamase | lactamase
para vacas em inhibitor inhibitor)
lactacdo
Cefovet L 300 mg yes if yes (not in
< combinati | combinati
Suspension zur on with on with
No Cefazolin Cefazolin yes intramammaren yes AZEPO beta- beta-
Anwendung fur | I
Rinder .act.a.mase _act_a[nase
inhibitor inhibitor)
yes if yes (not in
Pathozone 25 combinati | combinati
mg/ml on with on with
No Cefoperazone Cefoperazone yes Suspension yes ACEFA beta- beta-
intramammaire lactamase | lactamase
inhibitor inhibitor)
Cobactan LA yes if yes (not in
combinati | combinati
7.5% w/v . .
. . ; on with on with
No Cefquinome Cefquinome yes suspension for no beta- beta-
injection for
swine lactamase | lactamase
inhibitor inhibitor)
. yes if yes (not in
Actionis 50 combinati | combinati
mg/ml, on with on with
No Ceftiofur Ceftiofur yes sospensione no beta- beta-
iniettabile per | I
bovini e suini _act_amase _acifa[nase
inhibitor inhibitor)
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Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for n names
scope impor- Regulation ment
subs- P 37/2010 (= in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
0¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) P scope) y/n
scope)
_ (y/n)
No Centellae asiaticae Centellae asiaticae extractum no yes Blastoestimulina no yes
extractum
No Cetostearyl alcohol | Cetostearyl alcohol no yes AQUEQOUS BP no yes
L . ANTISEPTIC FIRST
No Cetrimide Cetrimide yes SPORYL yes AID SAINSBURYS no yes
. - HIBITANE CHLORHEXIDINE/LID
No Chlorhexidine Chlorhexidine yes IRRIGATION yes OCAINE CHEMINEAU no yes
No Chlormadinone CHLORMADINONE ACETATE yes Anifertil N yes ALICE NIO no yes
ACA CERULEN R,
No Chlorocresol Chlorocresol yes Spray auricolare yes ANBESOL no yes
per conigli
out of Excipient Chloroform Chloroform no no no no
scope only
No Chlorphenamine Chlorphenamine yes EEQETSTA_ yes ALERJUVENTUS no yes
animedazon AUREOMYCINE
Yes CMDv list | Chlortetracy- cline Chlortetracycline yes pray 2,2% g yes COOPER 3 POUR no yes
kutanspray,
- CENT, pommade
suspension
BIOVEINE
No Choline Choline yes GLUCO-METHIO- no no yes
CHOLINE
Chrysanthemi - -
No ; P Chrysanthemi cinerariifolii flos no no no no
cinerariifolii flos
Nekro Veyxym
No Chymotrypsin Chymotrypsin yes injekéna yes CHIMAR ORAL no yes
suspenzia
Aservo EquiHaler
343
No Ciclesonide Ciclesonide yes micrograms/actu | yes ALVESCO no yes
ation - Inhalation
solution
No Cimicifugae . Cimicifugae racemosae rhizoma no yes DONNAFYTA MENO no yes
racemosae rhizoma
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Impor- 1st step: Substance
tant or substances in . eligible for
out of Reason Table 1 of P S E RN S 3rd step: analysis result assess-
for . names
scope impor- Regulation ment
subs- P 37/2010 (=in
tant or 2
tance for out overlap
(y/n/out | of scope VMP FP and not
O¥ P Original SMS?3 Substance name terres- VMP name HMP?3 HMP name example out of
extracted name (cleaned) trial® example (y/n) P scope) y/n
scope)
(y/n)
Cinchonae corte