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PRESENTATION OUTLINE

‘ Description of MRL setting process including timelines

What changed since March 2021 by introducing transparency regulation and IUCLID

Status MRL applications, clock stops/recurrent data gaps




MRL SETTING PROCESS:
MRL REGULATION AND TRANSPARENCY REGULATION

Regulation (EC) No 396/2005 of the European Parliament and of the Council of 23 February 2005 on maximum residue
levels of pesticides in or on food and feed of plant and animal origin and amending Council Directive 91/414/EEC

O Articles 6 to 11 describing

« MRL Applications and its requirements (Art. 6 and 7)

« Evaluation by a Member State and Evaluation Report (Art. 8 and 9)

« EFSA Reasoned Opinion and timelines (Art. 10 and 11)

Additional information are available on the test Guidance Documents on the MRL Setting Procedure,
and

Transparency Regulation

Regulation (EU) 2019/1381 of the European Parliament and of the Council of 20 June 2079 - A new regulation on the
transparency and sustainability of the EU risk assessment in the food chain, which has been in application since 27 March
2021, strengthens the Authority’s ability to carry out its risk assessment functions in accordance with the highest
transparency standards

O Advice and supporting materials are available at the section of the EFSA website and a
dedicated
O In line with transparency requirements, EFSA has developed , a dedicated portal that provides

comprehensive information on our risk assessment process 3 w


https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32005R0396&from=EN
https://food.ec.europa.eu/document/download/1cc434e7-4945-4388-98d9-c804b102d16b_en?filename=pesticides_mrl_guidelines_mrl-setting-proc_v6-1.pdf
https://food.ec.europa.eu/document/download/a36e409f-7942-4c61-817d-d8272e62f1c4_en?filename=pesticides_mrl_guidelines_sanco-10235-2016.pdf
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32019R1381
https://www.efsa.europa.eu/en/applications/toolkit
https://www.linkedin.com/signup/cold-join?session_redirect=https%3A%2F%2Fwww%2Elinkedin%2Ecom%2Fgroups%2F9083910%2F&trk=login_reg_redirect
https://open.efsa.europa.eu/

GENERAL OVERVIEW OF MRL APPLICATION PROCESS AND TIMELINE:
1. (PRE)SUBMISSION PHASE AND COMPLETENESS CHECK

General overview of a{plication procedure for
Maximum Residue Levels for pesticides

Regulation (EC) No 396/2005 on Maximum Residue Levels (MRLs) for pesticides describe the
procedure for applications for MRLs (Article 6). Further guidance of the procedure is given in EC
technical guidance SANTE/2015/10595 Rev. 6.1

{ Potential applicant requests
Applicant § general pre-submission advice
B Evaluating Member State (EMS) | (optional)
W EFSA g ‘

B European Commission (EC) : :
Potential applicant notifies studies

commissioned or carried out as of

Pre-submission phase = Mar$h i Admissibility check (including
R “can:submm Notification of Studies verification)
IUCLID dossier (1 month indicated in SANTE TG
! on MRL setting procedure)

EMS performs admissibility check : :
and verifies notified studies EFSA publish non-conf dossier

without delay (5 working days
from processing the admissibility
in EFSA’s workflow system)

EMS declares admissibility

EFSA publishes non-confidential Public Consultation lasts 3 weeks
TUCLID dossier and launches

Submission phase and completeness check public consultation 4 w




GENERAL OVERVIEW OF MRL APPLICATION PROCESS AND TIMELINE:
2. RISK ASSESSMENT PHASE AND POST-ADOPTION PHASE

EMS drafts Evaluation Report

(ER)
EMS evaluates mew data and
sulwmits updated ER
f EMS submits Evaluation Report to

Applicant submits updated I

CLD ﬂn'ﬁm EFSA and informs EC

I EC sends Mandate to EFSA to
: . assess MRLs and to deliver
YES reasoned opinion

.-.‘:':-' Infur:gll:.::-?::;m:t l-‘,.‘- EFSA assess EUPdﬂtEd]

. omesded MRLs application

Risk assessment phase

Confidentiality decision-
making and proactive
disclosure

v
no | EFSA adopts reasoned opinion
EFSA publishes reasoned opinion
on EFSA Journal

Standing Committee on Plants,
Animals, Food and Feed opinion
and scrutiny period

Post-adoption phase

efsam

No timeline in Reg 396/2005 for the
EMS for:
- Drafting of the Evaluation Report

(12 months (+ 6 in case of additional
data requests) indicated in SANTE
TG on MRL setting procedure)

SANTE sends mandates to EFSA
monthly

EFSA has 3/6 months from the
mandate receipt to the Reasoned
Opinion approval

Reasoned Opinions are published

on EFSA Journal within 30 days
from the approval

© Y



NOTIFICATION OF STUDIES OBLIGATION

Key points from

registration
 Potential applicants are required to notify the

studies commissioned or carried out in

support of their applications under the EU law Question 4, Part B of 02/ on EFSA's practical
without delay, i.e. before the starting date arranements provides indications on:

* Only studies commissioned or carried out as - analytical studies exempted from the notification of
as of 27 March 2021 require a notification studies obligation

- Any deviation from the requirements set by - the studies for which the notification is required
Article 32b needs to be justified

« Justifications are to be submitted with the
corresponding application in [IUCLID

When notifying residue trial studies, applicants are recommended to indicate the crop(s) subject of the
study in the ‘Study title’ or ‘Study objective’ in order to facilitate data extraction from the study database
and supports EMS assessment.

Reference: Sections 4.2 and 4.3 of the Administrative Guidance on Peer-review of pesticide active substances and MRL applications



https://efsa.onlinelibrary.wiley.com/doi/epdf/10.2903/sp.efsa.2021.EN-6464
https://www.efsa.europa.eu/en/applications/toolkit#connect-efsa
https://www.efsa.europa.eu/it/corporate-pubs/questions-and-answers-efsa-practical-arrangements#:~:text=The%20%E2%80%9CQuestions%20and%20Answers%20on,implementation%20of%20the%20Transparency%20Regulation.
https://www.efsa.europa.eu/it/corporate-pubs/questions-and-answers-efsa-practical-arrangements#:~:text=The%20%E2%80%9CQuestions%20and%20Answers%20on,implementation%20of%20the%20Transparency%20Regulation.

IUCLID DOSSIER

A key aspect of the Transparency Regulation (Regulation (EU)
I U C LI D 6 2019/1381) was the adoption of IUCLID as the standard data

format for pesticide applications.

Key standard for chemical hazard data in the EU

IUCLID features for efficient risk assessment e.g. Report Generator

Interoperability and integration with risk assessment tools and database, e.g.
MetaPath




IJUCLID MRL REPORT

v" The ‘MRL Report’, directly generated from IUCLID, is intended to

replace the current template of the “Evaluation Report”
v The use of the MRL report is recommended:

- by the applicant to check the completeness of the dossier
before submission

- by the EMS for performing the admissibility check |
- by the EMS for preparing the Evaluation Report

« A complete IUCLID dossier is essential for obtaining a quality MRL
report

SANTE and EFSA accept and strongly support Evaluation Reports
prepared with the IUCLID report generator

IMPORTANT: Applicants must focus on completing the IUCLID dossier properly.

No 396/2005.

It is not the applicant’s responsibility to prepare and submit an Evaluation Report in
addition to the IUCLID dossier, as this is neither good practice nor foreseen by Reg (EC)



submission activities and the
preparation of your IUCLID
applications?

The EFSA Info Point is here to
support you. We welcome your
questions and are happy to assist.

Don’t miss this opportunity!
We look forward to speaking with..

#0penEFSA you \\y



HOW TO REDUCE THROUGHPUT TIME FOR MRL APPLICATIONS?

» EFSA performed a lean exercise to improve efficiency, identify bottlenecks and speed up the MRL

application process
« Some corrective actions for the EFSA Risk Assessment phase have already been implemented
» Other corrective actions for the MSs completeness check and Risk Assessment phases are under discussion with MSs

» A significant impact on the throughput time and major cause of re-work is linked to a significant number of
MRL applications requiring additional data/clock-stops

» Clock-stops in the MRL application process require significant re-work for all actors involved

« Applicants, who need to generate additional data and/or justifications for the missing data and update the
I[UCLID dossiers

« Evaluating Member States, who need to re-assess the updated IUCLID MRL dossiers and update the
Evaluation/MRL Reports

« EFSA, who need to re-assess the MRL applications and Evaluation/MRL Reports before drafting a
Reasoned Opinion

A



IMPACT OF CLOCK-STOPS AND RE-WORK ON MRL APPLICATIONS

> As part of the lean exercise, EFSA assessed all data related to clock-stops occurring in the last
few years to identify the most recurrent reasons to stop the clock for MRL applications

Magnitude of Processed
Residues commodities

The data collections suggested these 3 areas having
the greatest impact on delay/re-work with the MRL

applications 19 w



CLOCK STOP OBSERVATIONS AND RECOMMENDATIONS:
1. MAGNITUDE OF RESIDUES

» For magnitude of residues (i.e. residues trials), the data requirements and are clear but

sometimes interpreted differently by Applicants and EMS/EFSA

Main observations on the trigger for clock-stops on magnitude of residues:
Unclear/incomplete Good Agricultural Practice (GAP) definition and parameters

Residue trials are not supporting the intended GAP; deviation on more than one GAP parameter
Minimum number of residue trials for major/minor crops is not met

Residue trials are not independent

Extrapolation proposed is not following the relevant Guidance

Trials not analyzing simultaneously for Enforcement and Risk Assessment residue definitions
Lack of sufficient number of decline studies

No or weak scientific justification is provided for any observed deviation

é EFSA recommendations:

Follow closely the applicable regulatory framework (old or new data requirements) and applicable GD requirements
Ensure scientifically sound justifications are provided for any deviation from the data requirements
EFSA has prepared a Scientific Checklist to assess MRL applications compliance with the Regulation and Guidance

~

requirements and shared it with MSs — in future this consolidated scientific checklist could be shared with Applicants (e.g.

k as Annex of the EFSA Administrative Guidance) to improve dossier quality and possibly reduce clock-stops {
13


https://food.ec.europa.eu/plants/pesticides/maximum-residue-levels/guidelines-maximum-residue-levels_en#tech-guide

CLOCK STOP OBSERVATIONS AND RECOMMENDATIONS:
2. PROCESSING STUDIES

> For processing studies, on both nature and magnitude of residues, the requirements are quite different in
the old ( ) and the new ( ) data requirements

> Main observations on the trigger for clock-stops:

« The wrong data requirements are applied

« Data requirements are interpreted differently by Applicants and EMS/EFSA

* Processing studies are triggered but not provided and no/weak justification is provided

« Hydrolysis studies are not provided for metabolites included in the residue definition for risk assessment
* Refence to processing study on another crop is made but extrapolation is not sufficiently substantiated

§ EFSA recommendations: \
» define the correct data requirements, generally the one applied for the latest approval/renewal of the active substance
(cfr. Guidance). EFSA prepared and shared with MSs a tool to define the applicable Data

Requirements — once optimised the tool could be shared with Applicants and its integration into IUCLID explored
» ensure scientifically sound justifications are provided for any deviation from the data requirements
« EFSA is exploring the preparation of a flowchart for the different trigger values for processing studies

\ /

&



https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A32011R0544
https://eur-lex.europa.eu/legal-content/EN/ALL/?uri=CELEX:32013R0283
https://food.ec.europa.eu/document/download/f71328a4-3734-4b33-9272-743f3985bb63_en?filename=pesticides_ppp_app-proc_guide_doss_new-data-req_rev-3.pdf

CLOCK STOP OBSERVATIONS AND RECOMMENDATIONS:
3. MAMMALIAN TOXICOLOGY

» For mammalian toxicology data gaps are often due to incomplete toxicological characterizations of the

parent and/or metabolites/degradation products included in the Risk Assessment Residue Definition — this
could be linked to data gaps set by the (renewal of) approval of the active substances or to import tolerance
applications of never assessed or no longer approved active substances in the EU

> Main observations on the trigger for clock-stops:

lack of full tox characterization (genotoxicity and general toxicity) of all relevant metabolites included in the (provisional)
Risk Assessment Residue Definition

assumption of metabolites toxicity covered by the parent toxicity (i.e. metabolites of lower or equal tox than parent) not
sufficiently supported by data

Import Tolerance applications not supported by a complete tox data package, particularly for substance never
assessed/no longer approved in the EU (same level of expectation as for a peer review dossier applies)

Read across and/or QSAR proposals not fully substantiated

/

o

> EFSA recommendations:

\

Applicants to be aware of the data gaps set by the (renewal of) approval of the active substances and their relevance for

the MRL applications
Import Tolerance applications might benefit for general pre-submission advice to clarify the applicable data requirements

41 o



FURTHER PROPOSED RECOMMENDATIONS

General pre-submission » Highly recommended to applicants in case of doubts when preparing an
advice (GPSA) application (How to request a GPSA in three simple steps)

. « To increase understanding on general requirements, procedural
Ask a question steps, status of applications, use of tools via the Ask a Question tool

» To request dedicated support to SMEs on the use of IT tools.

Use of Validation assistant + Highly recommended to the applicant to check the completeness of
and MRL reports generated the dossier before submission, and to the EMS for performing the
in IUCLID admissibility check and preparing the Evaluation Report.

Use of clarification - Applicant and MS are encouraged to request a clarification
teleconference with EFSA as provided in the EFSA catalogue of services
in the case the additional data request from EFSA is not clear

teleconferences

Any other ideas from applicants? Any other ideas Applicants have in mind and would like

to discuss with EFSA”? Which kind of further support would you need? "


https://www.efsa.europa.eu/sites/default/files/2024-03/gpsa-3-steps.pdf
requested%20via%20the%20Ask%20a%20Question%20tool
https://www.efsa.europa.eu/en/supporting/pub/en-6472
https://www.efsa.europa.eu/en/supporting/pub/en-6472

MRL REVIEW - STATUS

State of the play MRL review under Art. 12 of Reg.
396/2005

Assessmentongoing, 7

On hold, 18

Finalised, 461 <

Status: 21/05/2025



MRL REVIEW — ASSESSMENTS ON-GOING

Standard MRL review process Combined assessment: MRL review and renewal
« Clofentezine (completeness check) * Eugen.ol
* Clopyralid (RMS drafting evaluation * Geramgl |
report) « Plant oils / Clove oil
« Thymol

Melaleuca alternifolia, essential oil (tea tree oil)

Status: 21/05/2025

L



MRL REVIEW — ASSESSMENTS ON-HOLD AND DATA PENDING

On hold

State of play peer review

On hold (cont.)

State of play peer review

Data pending

Azadirachtin

RAR not submitted yet to EFSA

Bacillus thuringiensis
subsp. Aizawai (ABTS-
1857 and GC- 91)

Bacillus thuringiensis
subsp. Israelensis
(serotype H-14), AM65-52

Bacillus thuringiensis
subsp. Kurstaki (ABTS 351,
PB 54, SA 11,SA 12 and
EG 2348)

Approval was renewed -
ongoing projects on systematic
literature

Fenoxaprop-P

Finalised — pending RM decision

Fosthiazate

Clock stop

Gibberellic acid

Finalised — pending RM decision

Gibbellerin

Finalised — pending RM decision

Halosulfuron-methyl

Ongoing

Lenacil

Finalised — pending RM decision

Malathion

RAR submitted — peer review not
started yet

Dicamba

Clock stop

MCPA

Ongoing

Fatty acids C7 to C20

Status: 21/05/2025

Pelargonic acid: finalised — new
mandate sent to EFSA

Capric acid, Caprylic acid Fatty
acids C7-C18 and C18
unsaturated potassium salts:

MCPB

Ongoing

Picloram

ED clock stop

Pyrethrins

ED clock stop

Tri-allate

RAR not submitted yet to EFSA

Ethylene

Iron sulphate

Metribuzin*

Plant oils / Spear
mint oil

*Art.12 MRL review closed via
Statement.




MRL REVIEW - MAIN SOURCES OF INFORMATION

« MRL review

o Giving an update of the MRL review, including the status of the renewal process for active
substances on-hold and data pending

o Updated every quarter (next update expected in July)
* MRL review giving detailed information on:.

o The MRL review process step by step
o Roles and responsibilities of the different actors involved, including authorization holders


https://www.efsa.europa.eu/sites/default/files/pesticides-MRL-review-progress-report.pdf
https://www.efsa.europa.eu/sites/default/files/topic/01_Work%20instructions%20MRL%20review%20Article%2012.pdf

AD-HOC MRL ASSESSMENTS AND OTHER MANDATES - OVERVIEW

21 mandates in 2025 - finalised or on-going

Mandates related to
cumulative risk

Mandates related assessment
to development 7 Questions (see next
Transversal of new ] slides)
mandates methodologies
Mandates related 2 Questions (see 3 Questions (see
to Codex MRLs next slides) next slides)
Mandates related 4 Questions (see
to the update of next slides)
Mandates related to || previous MRL
risk for existing review
MRLs 4 Questions (see
1 Question (see next  next slides)

slides)

Status: 21/05/2025



AD-HOC MRL ASSESSMENTS

Mandate related to risk for existing MRLs:

Type Substance Subject Status Deadline
Art. 43 Reg. h : idue level f bon | blished
396/2005 Propamocarb Statement on the maximum residue level (MRL) for propamocarb on lettuces Publishe 12/05/2025

Mandates related to update previous MRL review:

Type Substance Subject Status Deadline

Published

Status: 21/05/2025



https://efsa.onlinelibrary.wiley.com/doi/full/10.2903/j.efsa.2025.9455
https://efsa.onlinelibrary.wiley.com/doi/full/10.2903/j.efsa.2025.9271
https://efsa.onlinelibrary.wiley.com/doi/full/10.2903/j.efsa.2025.9386

AD-HOC MRL ASSESSMENTS

Mandates related to Codex MRLs:

Type Substance Subject Status Deadline

*EFSA will start working on these mandates after publication of the JMPR report (comments on the proposed CXLs) and after the CCPR meeting 2025
(assessment of fall-back MRLs for revoked CXLs)
**Deadlines will depend on the dates of publication of the JMPR report and of the CCPR meeting 2025

Status: 21/05/2025



https://efsa.onlinelibrary.wiley.com/doi/10.2903/sp.efsa.2025.EN-9447
https://efsa.onlinelibrary.wiley.com/doi/10.2903/sp.efsa.2025.EN-9454

OTHER MANDATES

Transversal mandates for substances not only used in Plant Protection Products

Type Substance Subject Status Deadline
Art. 29 Reg. Request of the European Commission to the European Food Safety Authority (EFSA)
178/2002 Matrine to provide a scientific opinion on the risk for public health due to the presence of On-going 31/12/2026
(GFL) matrine and oxymatrine in food
Art. 29 Reg. Under
178/2002 Fluoride Scientific opinion on fluoride in food and drinking water . 31/05/2025
(GFL) publication

Status: 21/05/2025



OTHER MANDATES

Mandates related to the development of new methodologies for risk assessment:

Type

Art. 43 Reg.
396/2005

Art. 43 Reg.
396/2005

Art. 31 Reg.
178/2002
(GFL)

Substance

IESTI methodology

IESTI methodology

From PRIMo 3 to
PRIMo 4

Subject

Scientific report on the methodology for the assessment of acute risks of pesticide
residues

Technical report on the methodology for the assessment of acute risks of pesticide
residues:

» EFSA to assess the ability of the existing and the alternative IESTI methodology to
predict exposure events above the ARfD.

« The assessment should be carried out according to a protocol that EFSA will
develop jointly with DG SANTE for a representative number of scenarios.

Technical report on the impact of the change from PRIMo 3.1 to PRIMo 4 on the
level of protection on EU consumers and compliance with international standards

* extension of the deadline under discussion with the requestor

Status: 21/05/2025

Status

Published

On-going

On-going

Deadline

17/01/2025

30/05/2025*

30/05/2025*


https://efsa.onlinelibrary.wiley.com/doi/full/10.2903/j.efsa.2025.9233

OTHER MANDATES

Mandates related to the (CRA):
Type Substance Subject Status Deadline
Generic mandate CRA Retrospective cumulative risk assessment of liver effects by residues of pesticides Published 30/06/2025

Retrospective cumulative risk assessment of kidney effects by residues of

Generic mandate CRA Published 31/12/2025

pesticides
Data collection, hazard characterisation and establishment of cumulative Ll

Generic mandate CRA ' L o . . consultationon  31/12/2025
assessment groups in view of the cumulative risk assessment of pesticides for liver the draft
Data collection, hazard characterisation and establishment of cumulative Public

Generic mandate CRA assessment groups in view of the cumulative risk assessment of pesticides for consultationon 31/12/2025
kidneys the draft

: Scientific Report on the cumulative exposure assessment to pesticides regarding On-going

SEmEE WEREEE G the chronic effects on the thyroid (2024 update) Sz

Generic mandate CRA Retrospectwg cumulat!ve risk asses'srnent of reproductive toxicity, including effects On-going 30/11/2025
on adult fertility, by residues of pesticides
Retrospective cumulative risk assessment of developmental toxicity, by residues of o

Generic mandate CRA pesticides Yikgeliie Slizy

26 ‘ \ '

Status: 21/05/2025


https://food.ec.europa.eu/system/files/2021-03/pesticides_mrl_cum-risk-ass_action-plan.pdf
https://efsa.onlinelibrary.wiley.com/doi/full/10.2903/j.efsa.2025.9409
https://efsa.onlinelibrary.wiley.com/doi/full/10.2903/j.efsa.2025.9406
https://connect.efsa.europa.eu/RM/s/consultations/publicconsultation2/a0lTk000004Nfxp/pc1452
https://connect.efsa.europa.eu/RM/s/consultations/publicconsultation2/a0lTk000004Nfxp/pc1452
https://connect.efsa.europa.eu/RM/s/consultations/publicconsultation2/a0lTk000004Nfxp/pc1452
https://connect.efsa.europa.eu/RM/s/consultations/publicconsultation2/a0lTk000004NZxF/pc1451
https://connect.efsa.europa.eu/RM/s/consultations/publicconsultation2/a0lTk000004NZxF/pc1451
https://connect.efsa.europa.eu/RM/s/consultations/publicconsultation2/a0lTk000004NZxF/pc1451

Thanks for your attention!

Any questions?



STAY CONNECTED

efsa.europa.eu/en/news/newsletters
efsa.europa.eu/en/rss
Careers.efsa.europa.eu — job alerts

@efsa_eu @methods_efsa
@plants_efsa @animals_efsa

@one_healthenv_eu

Science on the Menu —Spotify, Apple Podcast and YouTube

Linkedin.com/company/efsa

efsa.europa.eu/en/contact/askefsa

efsa

EUROPEAN FOOD SAFETY AUTHORITY
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