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Background information



CVMP Reflection paper

«Pilot project on feasibility to use
non-experimental approaches to
review and adjust the dosing
regimen of established veterinary

antibiotics. »

Reflection paper
EMA/CVMP/84977
5/2017
(2018-2020)
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https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf

Priorisation of substances

2024

CVMP questionnaire to
stakeholders

‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘

(FVE, EARS-Vet, VetCAST, EURL,

,,,,, - “ ‘" AnimalHealthEurope, AccessVetMed,
NCAs)
Reflection paper ADRA Priority list
EMA/CVMP/84977 Working Group
5/2017
(2018-2020) (2024-2025)
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https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf

Priorisation of substances

o
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iew and adjustment of
established veterinary antibiotics in the context of SPC
harmenisation

ADRA project - info session for
veterinary pharmaceutical industry ‘

ADRA Priority list
Working Group

Reflection paper
EMA/CVMP/84977
5/2017
(2018-2020)

(2024-2025)
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Establishment of a priority list of

antibiotic susbtances

4
o
2
“
=
G .
P Top 5 cited substances op 5 cited susbtances
g . . . 1. Amoxicillin 1. Amoxicillin
; :Most cited animal species 2. Oxytetracycline 2. Benzylpenicilline
- 1. Pig 3. Tiamulin 3. Oxytetracycline
o 2. Cattle 4.  Tylosin 4.  Colistin
& 3. Dog (far below) 5. Doxycyclin 5. Tylosin
From ESVAC data After priorisation at step 2
Most sold antibiotic as - Sales data and RoA -
« oral solution » |

1. Amoxicillin 1. Amoxicillin 1. Amoxicillin

Step 2 - Sales data and RoA 2. Doxycycline 2. Oxytetracycline 2. Oxytetracycline
D 3. Tylosin 3. Tylosin 3. Tylosin
4. Lincomycin
5. Oxytetracycline

EMA



https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf

ADRA temporary Working Party
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Bty

Comtes o Wadins et o Vetarnary s (CVHE)

Reflection paper on dose review and adjustment of
established veterinary antibiotics in the context of SPC
harmenisation

[T ey p——— S
I rr— S ey 09
i 10 pecemeer 2020 ADRA project - info session for
veterinary pharmaceutical industry ‘
gt P o Fay
delig, arget sl saey (1A, wAramel oot CWE)and Gaaan
crirrmarea i assesament (ERA)

Review and Anubitics)
elated 2017 CUMP refiction sager hat
establshes ot be fully sligned with

Led by the Committee for Vaterinary Madicinal roduces (CUMP) and ENA, the ADRA profect wilocus on
eviewing dosage regimens for established veterinary anUbIONS rough non-experiments! approsches,
with the goal ta:

regimens of
anibiotics in veterinary medicine.

 evaluate the Implicationsof any dose review on withcawal periods, target animal safety
‘andenvironmentsi risk assessment without necesitating the generation of new study data.

toread

acvance.

Reflection paper
EMA/CVMP/84977
5/2017

(2018-2020) (2024-2025)

ADRA Priority list
Working Group
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162025
e 1626082025
Commitee for Veterinary Medicii Prosuct (CUMF)

Mandate, objectives and rules of procedure for the CVMP
temporary Working Party (tWP) on the ADRA project

1. General considerations

Accorsing to Astide 1 01805

Products ("CVIMP") rutes of procedure, temporary working pertes may be estabished when work of &

temparary or ad-hoc ature i requied such &5 preparstin of praposals 90 & Speciic scantic topi,

or praparation of responses to speciic questions ralsed by the Commites.

The CUMP s dentified the ned to suppert porticular scientifc o techoical mttors hst requie

Specialsed knowlede or the ‘Dosage Review and Agjustiment of estabiished Antibiotics (ADRAY

project. To achieve this, i i necessary fo corsut & graup of experts with relevart experiie:

Pharmacokinetc/pharmacodymarmi (PK/PD) madellng on antibiatics, eficacy of stibietics, orget

animal safety ("TAS"), withdrawal periods/withorsmal period modeling, and environmentsl risk

assessment (ERA"

The CUM has therelore established o temporary Wiorking Perty ('tWP") to deal with specifi sspects of
1 respand ko CUMP questions relsted ta the ADRA project

The grous vl e reparting ta the Commitiss ia its Chairperson, wha wil keep the sppinted

raprorteut ¢

14102)() o Reguiation (EU) 2013/5.

under articte

The sk identfied by the CVMP shouk be-Incited inthe work pan o each warking perty 1o be
adopied by the Committee.

2. Mandate and objectives

The temporary Working arty 51 the ADRA project (ereafer “ADRA 1W) i esblhe 5 provide
elevant expertce and gt 3 the CYMP on matters el e  the ADRA project inciding, b ot
e, the falowing taks.

- Proide ad-hoc support 0 the (ca-Jepgorteurson maters el o the preparationof the

respictive scanbic sdhicas der Artice 141(8)() f Ragulstion (EU) 2019/6. The s o the
scientiic advices would be to review and reine the dosage regiren (1., Gose, frequency and

ADRA temporary

Working Party

(2025-2026)

@ EMA


https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-dose-review-and-adjustment-established-veterinary-antibiotics-context-spc-harmonisation-first-version_en.pdf

ADRA tWP



Mandate

. - Objective

Provide ad-hoc support related to the preparation of the
respective scientific advice procedures under Article
141(1)(i) of Regulation (EU) 2019/6 to review:

- the dosage regimen (i.e., dose, frequency and treatment
duration) ensuring the continued efficacy and safety of
antibiotics and minimising antimicrobial resistance.

ADRA temporary - the implications that a change in the dosage regimen
Working Party might have for TAS, withdrawal period, and ERA.

(2025-2026)
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Mandate

B - Composition

ADRA tWP is a multidisciplinary working party, composed
of a limited number of experts. It includes 2-3 members per
relevant area of expertise:

« Pharmacokinetic/pharmacodynamic (PK/PD) modelling
« Efficacy of antibiotics

« Target animal safety (TAS)

« Withdrawal periods/withdrawal period modelling
 Environmental risk assessment (ERA)

ADRA temporary

Working Party ADRA tWP will report to the CVMP, keeping the appointed

(2025-2026) rapporteur and co-rapporteur informed.
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First assessment under Art. 141(1)(i)

For 2026...

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

Mandate, objectives and rules of procedure for the CVMP
temporary Working Party (tWP) on the ADRA project

1. General considerations

3

= STEP: Scien_tiﬁc assessment
Article 141(1)(i) of Regulation CVMP scientific advice for
(EU) 2019/6 individual MAs

’

2ND STEP: Implementation of

o e e e

N

ADRA temporary

Working Part . s ntifi ;
orking Farty First scientific advice — concerned VMPs

(2025-2026) “"Amoxicillin (single active substance) _ pig _ oral use (in
drinking water or in feed) - respiratory indications’’

10 Update from the CVYMP ADRA temporary Working Party EMA

Classified as public by the European Medicines Agency



First assessment under Art. 141(1)(i)

For 2026

Dk s -1 Start of review concerning veterinary

medicines containing amoxicillin

Pablic assessment reports

@Em“ Call for data closed on 19 February 2026
integration e Select parameters, build —

‘ micdels

application

From From

Apply to individual products

VetCAST literature
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First assessment under Art. 141(1)(i)

Overview of data PK data for dosage regimen
collected « 35 studies containing individual plasma raw data
corresponding to 430 animals (62 IV + 368 Oral)

o from MAH: Ceva, Sogeval, Virbac, V.M.D, Emdoka, Dopharma,

Top priority of MSD, Belapharm
the tWP o from literature: Anadon et al., 2006, ; Reyns et al. 2007, Krasucka

et al., 2010; Menotta et al., 2012; Li et al., 2025, Rey et al., 2014
+ personnal data collection from Toutain et al.,

PK data for withdrawal period
1. PK and PD data . 1g studies containing individual tissue raw data corresponding

extraction. to 157 animals
2. Validation of the

PK/PD mo_del. o from MAH: Ceva, Virbac, V.M.D, Emdoka, Dopharma, MSD, Fatro,
3. Computation of the Vet Planet, Pharmagal, Vetoquinol

dosage regimen.
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First assessment under Art. 141(1)(i)

Overview of data PD data for dosage regimen

collected - From literature and EUCAST database: data related to MICs
distributions for relevant target pathogens
« From VetCAST : data related to Time-Kill Curves

Top priority of
the tWP

Considerations related to PK/PD models
- PD component in relation to the indication and relevant target
pathogens (e.g. MIC distribution, ECOFF)

Lo PSS Gliel A0 CEl) PK/PD index and target values in relation to the therapeutic

extraction. obiective
2. Validation of the jectih ] )
PK/PD model. . AddlCTlo_naIfconS|derat|ons
) o dosing frequency
3. Computatlo_n of the o duration of treatment
dosage regimen. o Risk of resistance (e.g. TKC, MPC)

13  Update from the CVMP ADRA temporary Working Party @ EMA



First assessment under Art. 141(1)(i)

For 2026

- VMPs containing amoxicillin in pigs for respiratory infections -
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First assessment under Art. 141(1)(i)

For 2026

- VMPs containing amoxicillin in pigs for respiratory infections -

PK modelling |

for _ approach using

D withdrawal T1/2(final phase)
period

adjustment ~ — PBPK approach
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First assessment under Art. 141(1)(i)

For 2026

- VMPs containing amoxicillin in pigs for respiratory infections -

PK modelling Scientific
for review
) withdrawal ) approaches
period to address
adjustment TAS and ERA
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First assessment under Art. 141(1)(i)

For 2026

- VMPs containing amoxicillin in pigs for respiratory infections -

Data from MAHSs has also been received to support the

reassessment once the dose will be refined: Scientific
review
ERA _ recalculation of the PECs / RQs for the different h
environmental compartments dpproacnes
to address

TAS _ comparisons based on the data and margin of safety
initially provided in MA dossiers TAS and ERA
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First assessment under Art. 141(1)(i)

« Refined dosages in the PI of VMPs will further
ensure the prudent use of antibiotics in
veterinary medicine.

First scientific
advice to be
adopted by the
CVMP in Q1 2027

« The review should aim to preserve
efficacy and availability while avoiding

VMPs containin
J unnecessary loss of VMPs or indications.

amoxicillin in pigs
for respiratory
infections
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Thank you

Send a question to the European Medicines Agency

Follow us


https://www.linkedin.com/company/european-medicines-agency/
https://www.youtube.com/user/emainfo
https://www.instagram.com/onehealth_eu/
https://bsky.app/profile/ema.europa.eu
https://www.ema.europa.eu/en/about-us/contacts-european-medicines-agency/send-question-european-medicines-agency
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