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Lack of (availability) of veterinary
medicines

« Veterinarians can face difficulties when no veterinary medicinal product
(VMP) is authorised for a particular animal or disease indication in their
country.

« Limited markets and minor species are particularly impacted.

« Regulation (EU) 2019/6 has a safety net commonly known as the ‘cascade’

to exceptionally allow a veterinarian to treat the animals concerned.
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https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A02019R0006-20220128

The veterinary ‘cascade’

An extemporaneous VMP

A VMP authorised in a third country for the
same species and the same indication
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COMPANION ANIMALS

Is there an authorised veterinary medicine for this species and indication?

Under exceptional circumstances and in particular
to avoid unacceptable suffering the veterinarian is
allowed to use the Cascade. Is this the case?

*Restrictions to the use of
antimicrobials may apply

Member State?

YES
Is there a veterinary medicine
authorised for another species
/condition in your or another

Isthere a medicinal product
for human use authorised in
your country or another EU

Member State? !

Is it possible to

extemporaneousl
I -
Is there a veterinary medicine YES
product authorised in a third
country for the same species
and same indication?

E\pﬁc CASCADE

8

Veterinary prescription and conditions for certain AM

No!

**Does not apply to immunologicals (vaccines)
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Article 112 for non-
food-producing animal
species (companion

animals)

EMA
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FOOD-PRODUCING TERRESTRIAL ANIMALS

!

Is there an authorised veterinary medicine for this species and indication?

Under exceptional circumstances and in particular to
avoid unacceptable suffering the veterinarian is
allowed to use the Cascade. Is this the case?

*Restrictions to the use of
antimicrobials may apply

i
\

Is there a veterinary medicine §

for another food-producing

species /condition in your or in |

another Member State?

Is there a veterinary medicine

authorised in your Member State '

for use in a non-food-producing
animal species for the same
indication?

Is there a medicinal product

for human use authorised in

your country or another EU
Member State?

Is it possible to
extemporaneously
prepare a product?

Is there a veterinary
medicine product
authorised in a third country
for the same species and
same indication?

NO |
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**Does not apply to immunologicals (vaccines)
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F‘E‘E CASCADE @

Article 113 for food-
producing terrestrial
animal species

EMA






The ‘cascade’ and the use
of antimicrobials

« Restrictions to the use of antimicrobials may apply.

1. Regulation (EU) 2022/1255: human-
reserved antimicrobials, substances
designated under Article 37(5) are not
allowed to be used.

2. Regulation (EU) 2024/1973:
antimicrobials, substances not be used under
Articles 112, 113 or shall be used under
certain conditions. This list is
complementary to the list of antimicrobials
reserved for humans.
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https://eur-lex.europa.eu/eli/reg_impl/2022/1255/oj/eng
https://eur-lex.europa.eu/eli/reg_impl/2024/1973/oj/eng

Human-reserved antimicrobials

Banned use in animals

| Antibiotics Loo- Antivirals + 11 antibiotic classes
- « 6 antibiotic substances
« 18 antiviral substances

Carboxypenicillins Phosphonic acid _ : o
Ureidopenicillins derivates Amantadine Nitazoxanide

Ceftobiprole Glycopeptides Baloxavir marboxil Oseltamivir

Ceftaroline Lipopeptides Celgosivir Peramivir
Cephalosporins with Oxazolidinones Favipiravir Ribavirin

beta-lactamase Fidaxomicin Galidesivir Rimantadine
inhibitors Plazomicin Lactimidomycin Tizoxanide

Siderophore Glycylcyclines Laninamivir Triazavirin
cephalosporins Eravacycline Methisazone/ Umifenovir

Carbapenems Omadacycline metisazone Zanamivir
Penems Molnupiravir

Monobactams

*Nitazoxanide is also an antiprotozoal and
included in the list due to antiviral properties
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Scientific advice relating to Article 107(6)

To “help preserve their efficacy for humans and/or
animals”, European Commission requested EMA for
scientific advice to establish a list of antimicrobials
with the purpose in which

« shall not be used under Articles 112 and 113,

« shall only be used under certain conditions.
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EUROPEAN COMMISSION

Brussels,
SANTE/ES/S/AIT/DT (2020

Sent by e mail only

Dear Prof. Rasi,

Subject: Implementing measures. under Article 107(6) of Regulation
(EU) 2019% on veterinary cinal products’. regarding the
stablishment of a list of antimicrebialks, which shall not be used

accordance with Articles 112, 113 and 114 or which may be used in
accordance with these articles subject to certain conditions.

On 7 January 2019, the sew Regulation on Veterinary Medicinal Producs (VMP
Regulation’) was published

In accordance w

th its Asticle 160, i will sk
ie. on 28 January 2022

applying 3 years from its entry into force

The Commission strangly supports the fight against antimicrobial resistance (AMR) in
the EU and at global level. The misuse or overuse of antimicrobiaks in veterinary seftings
anisms that can spread
s, as well as between animals, humans and the environment in
reason. improving the management of the use of antimicrobials in

To ensure a well-rounded approach 1o fighting AMR i
certa

new Regulation lays down that
of certain infoctions in humans
{Article 37(5)). In addition, it envisages that the use of certain antimicrobials under
Articles 112, 113 and 114 (‘cascade use’) may not be allowed or be subject to certain
restrictions in order 10 help preserve their efficacy for humans and/or animals

antimicrobials may be reserved for treatme

01076 of he
 products and

11 Decerber 2018 om
2019, p. 43.

Prof. Guido Rasi
Executive Director
Furapean Medicines Agency
Do 0 laan 6

IS Amsterdam
+ Netherlans

EC request for scientific advice
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Asticle 107(8) stipulates. that
establish a list of antimicrobi

e Commission may, by means of Implementing acts
5. which shall not be used i accordasce with Articles 112,
113 and 114 or which may be used in accordance with these articles subject to certain
conditions, while taking account of the following erlieria:

(a) risks to animal or public health if the anlimicrobial is wsed under the *cascade”
(b) risks for animal or public health in case of development of AMR;

{c) availability of other ireatments for animals;

(d) availability of other antimicrabial treatments for bumans;

(e} impact on aquaculture and farming if |
treatment

In this context, T would ask you to pravide us with the Agency's scientific advice for the
establishment of such a list

The VMP Regulation does not foresee a deadline by which the implementing acts under

ricle 107(G) are w be adopted. However, the Commission considers it beneficial 1o

the establishrnent of the list of antimicrobials 10 be

designated in the EU as reserved for treatment of certain infections in humans (Article
37(5)). which is 1o be adopted by 28 January 2022,

To ensure the coherence Jrll(umplz'mz'mam\‘ of both lists, the scientific assessment of
whether specific antim imicroblals should be placed or not oa
et of hmrn sz b Bl by allowon the Ajeacy's cxpcrl grovg 0 wonk o
these lists in parallel and by supporting a clear and timely communication between the
together. the lists should help achieve the over
VAP Rogolation a1 rogards Fighting AME and promoting 4 prodent e of
antimicrobials.

jective of

While preparing the advice requested here, we would invite you o take due account of
the fact that sufficient availability of antimicrobials needs o be ensured to secure an
bealth, including for limited markets and exceptional circumstances

In pirticular, due sccount should be taken of the OIF List of Antimicrobial Ageets of
Veterinary importance’ updated in July 2019, while bearing in mind that the latter
addresses. only antimicrobial agents authorised for use in food- producing animals, and
that it does not include

| classes/subelasses only used

i medicine
You may note that the OIE ad ko Group on AMR, in its recommendatians on the use of
that updated list, underlines that among the Veterinary Critically Important Antimicrobial
Agents (VCIA) cited, some are considered critically H'npqrum both for human and
animal bealth (Flooroquinolones, third and fourth on of Cephalosporins.
Calistin). For these, the Group recommends specific o o e 8

At the same time, the WHO list of Critieally Impory atimicrobials for Human
e (ks knowas as WHO CIA list) and the AWaRe classification of antibiotics of



https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/scientific-advice-under-art1076-regeu2019-6-establishment-list-antimicrobials-which-shall-not-be-used-accordance-art-112-113-114-or-which-shall-only-be-used-accordance-these-articles-subject-certain_en.pdf

Behind the development of the advice

Criterion A Criterion B Criterion C Criterion D Criterion E
Risks to animal or Risk for animal or Availability of Availability of Impact on
public health if the public health in other treatments other antimicrobial aquaculture and

antimicrobial is case of for animals. treatments for farming if the
used in development of humans. animal affected by
accordance with antimicrobial the condition
Art. 112 and 113. resistance. receives no
treatment.

_I_

Conditions to be considered for certain antimicrobial classes

according to the circumstances of cascade use

Unauthorised route
of administration
or formulation

Third country
veterinary
medicinal products

Use of human
medicinal products

Unauthorised Unauthorised
indications animal species
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Criteria behind the development of the
advice

Other legal

e MRL status for food-producing species
e Antimicrobials and indications covered by

I Articles 114 and 115 were not included in
ConStra I nts the final regulation
. e Unauthorised indications, animal species
Ce rta N and/or route of administration or formulation
i kK eUse of human medicinal products
Cond ItIOI’lS e Third country veterinary medicinal products
oA
B
Criteria «C
oD
oE
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Summary of the evaluation process

All classes initially assessed against legal
constraints (MRL status and old ‘equine list")

4 N\
Evaluation )
ends
Evaluation of the classes of antimicrobials Some classes with no additional legislative
against criteria B, C and D . restrictions, conditions or prohibition on use. )

Consideration of conditions placed on the use of
the antibiotics under Art. 112 and 113

Final conclusions on ‘condition’ or the need for

Evaluation of the classes of antimicrobial against
criteria A and E and on the proposed conditions

prohibition on use under Art. 112 and 113
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Challenges

Data gap

Lack of research and official
data on the types and extent
of use of antimicrobials
outside the marketing
authorisation.

Study gap

Lack of reliable published
studies on the efficacy or
safety of antimicrobials when
used outside the marketing
authorisation.

15  Veterinary prescription and conditions for certain antimicrobials

Information gap

Limited information on
prevalence of resistance in
target animal pathogens, and
the impact of cascade use,
specifically, on development
of antimicrobial resistance.

Classified as public by the European Medicines Agency

Evidence gap

Very little evidence relating
to the burden of animal
diseases in the EU (criterion
e).

EMA



Sources of evidence
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Recommendations




Examples of antimicrobials not been recommended
for inclusion on the Art.107(6) list(s)

Antibiotics

Narrow spectrum penicillins,
antistaphylococcal penicillins,
aminopenicillins,
amdinopenicillins*, 1st/2nd G
cephalosporins, cyclic polypeptides,
pleuromutilins, macrolides,
ketolides, lincosamides,
streptogramins¥*,
aminoglycosides, aminocyclitols,
tetracyclines, sulfonamides,
trimethoprim, nitrofurans,
nitroimidazoles, rifaximin, steroid
antibacterials + 6 classes not
currently authorised as medicinal
products (H&V) in the EU.

*not currently authorised in VMPs in the EU

Antivirals

Other than remdesivir, no
antivirals are recommended for
Article 107(6).

18 Veterinary prescription and conditions for certain antimicrobials

Antifungals

Azoles, polyenes, flucytosine,
griseofulvin, allylamines.

Classified as public by the European Medicines Agency

Antiprotozoals

Nitroimidazoles, triazines
(diclazuril, etc), benzimidazoles,
pyrimethamine, halofuginone,
decoquinate, meglumine,
miltefosine, imidocarb,
pentamidine, atovaquone,
nitrofurans, and others.

EMA



Commission Implementing Regulation
(EU) 2024/1973

an the Target pathogen Restricted to
identification and AST n::ldﬂr:n miﬂrﬂrtll'l

No antimicrobials have

been recommended as
‘not to be used’ under

‘/ i \4 Articles 112-113.

v sEtmenete v v - Applicable from 8

v August 2026.

N * Full recommendations

v v v on pages 7-10 the

v Prophylaxis Mycobacteria v summary of advice.

v v

v v

« dec;llnz::artinn MRSA/R { Topical only

FIP anly
{ Last resort J
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https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/scientific-advice-under-art1076-regeu2019-6-establishment-list-antimicrobials-which-shall-not-be-used-accordance-art-112-113-114-or-which-shall-only-be-used-accordance-these-articles-subject-certain_en.pdf

Take away messages
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https://eur-lex.europa.eu/eli/reg_impl/2024/1973/oj/eng
https://medicines.health.europa.eu/veterinary/select-language?destination=/node/210934
https://medicines.health.europa.eu/veterinary/select-language?destination=/node/210934

When using the ‘cascade’...

...always check the
MRL status of the
active substance
when prescribing a
VMP to a food-
producing animal.

Classified as public by the European

... to prescribe a VMP
authorised in another
Member State(s) for
the same species,
the applicable
withdrawal period
is the one
mentioned in
package leaflet.

Medicines Agency

... and in the absence
of a withdrawal
period in the package
leaflet for the
treating animal, the
withdrawal period
shall be set up
according to
Art. 115(1).

@ EMA



FVE ‘cascade’ update announcement

Cascade use

Guide for veterinarians

if NO authorised veterinary
medicine is available

FVE
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With the support of EMA, FVE is currently updating the

Cascade leaflet to align with the new rules under Regulation
(EU) 2019/6.

In the coming weeks, we will release the revised version,
which will include updates reflecting the latest guidelines.

Further updates will follow to incorporate details on the
horse and aquatic species lists, as they become available.

Stay tuned for the launch of the updated

‘cascade’ leaflet!
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Summary table 1 in the advice

Type/Nature of use under
Articles 112, 113 & 114

Potential conditions to be considered

Unauthorised indications

« Target pathogen identification and susceptibility testing for indications not
included in the SPC

« Prohibit use for treatment of certain zoonotic pathogens associated with public
health risk

Unauthorised animal species

« Prohibit use in major animal species (excluding sheep) for which the
antimicrobial is not yet authorised

Unauthorised route of administration or
formulation

» Restrict to certain routes of administration

« Restrict use of extemporaneous formulations

» Restrict use to individual animals only

« Restrict from use in food-production aquaculture (i.e. administration into
aquatic environment)

Use of human medicinal products

« Target pathogen identification and susceptibility testing
« Restrict to named indications
« Restrict to use in individual animals only

Third country VMPs

« Target pathogen identification and susceptibility testing

27  Veterinary prescription and conditions for certain antimicrobials @ EMA

Classified as public by the European Medicines Agency



	EMA/FVE webinar on veterinary prescription
	Structure of the presentation
	The veterinary prescription ‘cascade’
	Lack of (availability) of veterinary medicines
	The veterinary ‘cascade’
	Companion animals
	Food-producing animals
	The use of antimicrobials in animals
	The ‘cascade’ and the use of antimicrobials
	Human-reserved antimicrobials
	Scientific advice relating to Article 107(6) 
	Behind the development of the advice 
	Criteria behind the development of the advice 
	Summary of the evaluation process
	Challenges
	Sources of evidence
	Recommendations
	Examples of antimicrobials not been recommended for inclusion on the Art.107(6) list(s)
	Commission Implementing Regulation (EU) 2024/1973�
	Take away messages
	When using the ‘cascade’…
	Q&A
	FVE ‘cascade’ update announcement
	Subscribe to the quarterly Veterinary Medicines highlights
	Closing slide
	Annex
	Summary table 1 in the advice�



