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Abstract 

The European Food Safety Authority (EFSA) was asked by the European Commission to provide scientific 
assistance with respect to the risk assessment for an active substance in light of confirmatory data 

requested following approval in accordance with Article 6(1) of Directive 91/414/EEC and Article 6(f) of 
Regulation (EC) No 1107/2009.  In this context EFSA’s scientific views on the specific points raised 

during the commenting phase conducted with Member States, the applicant and EFSA on the 

confirmatory data and their use in the risk assessment for 2,4-D are presented. The current report 
summarises the outcome of the consultation process organised by the rapporteur Member State Greece 

and presents EFSA’s scientific views and conclusions on the individual comments received. 

© European Food Safety Authority, 2023 

 

Keywords: 2,4-D, peer review, confirmatory data, risk assessment, pesticide, herbicide 

 

Requestor: European Commission  

Question number: EFSA-Q-2021-000541 

Correspondence: pesticides.peerreview@efsa.europa.eu 

 

 



Outcome of the consultation on confirmatory data used in risk assessment for 2,4-D 

www.efsa.europa.eu/publications 2 EFSA Supporting publication 2023:EN-8018 

Suggested citation: EFSA (European Food Safety Authority), 2023. Technical report on the outcome 

of the consultation with Member States, the applicant and EFSA on the pesticide risk assessment for 

2,4-D in light of confirmatory data. EFSA supporting publication 2023:EN-8018. 37 pp. 

doi:10.2903/sp.efsa.2023.EN-8018 

ISSN: 2397-8325 

© European Food Safety Authority, 2023 

Reproduction is authorised provided the source is acknowledged. 

 23978325, 2023, 6, D
ow

nloaded from
 https://efsa.onlinelibrary.w

iley.com
/doi/10.2903/sp.efsa.2023.E

N
-8018 by Ivoclar V

ivadent A
g, W

iley O
nline L

ibrary on [23/06/2023]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense



Outcome of the consultation on confirmatory data used in risk assessment for 2,4-D  
 

 

 
www.efsa.europa.eu/publications 3 EFSA Supporting publication 2023:EN-8018 

 

Summary 

The approval of 2,4-D was renewed in accordance with Regulation (EC) No 1107/2009 on 1 January 

2016 by Commission Implementing Regulation (EU) 2015/2033. It was a specific provision of the 
approval that the applicant was required to submit to the European Commission, Member States and 

EFSA confirmatory information in the form of the submission of: 

1. the complete results from the existing extended one-generation study by 4 June 2016; and 

2. the Amphibian Metamorphosis Assay (AMA) (OECD (2009) Test No 231) by 4 December 2017  

as to verify the potential endocrine properties of the substance.  

In accordance with the specific provision, the applicant, the EU 2,4-D Taskforce (Adama, Dow 

AgroSciences and Nufarm), submitted an updated dossier in June 2016, which was evaluated by the 
designated rapporteur Member State (RMS), Greece, in the form of an addendum to the draft 

assessment report. In compliance with guidance document SANCO 5634/2009-rev.6.1, the RMS 

distributed the addendum to Member States, the applicant and EFSA for comments on 9 December 
2016. However, the reporting table was submitted by RMS to EFSA on 21 September 2021. Considering 

that new criteria to identify endocrine disrupters (Commission Regulation (EU) 2018/605) are applicable 
since 10 November 2018 and a guidance document is available, it is appropriate to consider these new 

criteria in the assessment of the confirmatory information requested. Therefore, the RMS was requested 
to re-assess the data according to the new criteria and EFSA/ECHA ED guidance of 2018 considering 

also the ED assessment provided in March 2022 by the applicant. The RMS distributed the revised 

addendum to Member States, the applicant and EFSA for comments on 11 November 2022. The RMS 
collated all comments in the format of a reporting table, which was submitted to EFSA on 24 February 

2023. EFSA added its scientific views on the specific points raised during the commenting phase in 

column 4 of the reporting table. 

The current report summarises the outcome of the consultation process organised by the RMS, Greece, 

and presents EFSA’s scientific views and conclusions on the individual comments received regarding 

points 1 and 2. 

In the area of toxicology, the assessment provided was considered comprehensive and in line with the 
EFSA/ECHA ED guidance of 2018. Overall, there is no evidence of a pattern of EAS and T mediated 

adversity in a sufficiently investigated dataset. 

In the area of ecotoxicology, the submitted studies to address the confirmatory data requirement do 
not suggest a pattern of endocrine activity of 2,4-D for non-mammalian species. However, it is noted 

that too short study summaries of relevant literature studies were available. Although they do not seem 
to have an impact on the overall conclusion of the weight of evidence presented in line with the 

EFSA/ECHA ED guidance of 2018, it is suggested that extended study summaries are provided in the 

context of the renewal assessment for a proper evaluation.  

Based on the available information it is considered that criteria as laid down in points 3.6.5 and 3.8.2 

of Annex II to Regulation (EC) No 1107/2009, as amended by Commission Regulation (EU) 2018/605 

are not met for both humans and non-target organisms.  
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1. Introduction  

 Background and Terms of Reference as provided by the requestor 

The approval of 2,4-D was renewed in accordance with Regulation (EC) No 1107/20091 on 1 January 

2016 by Commission Implementing Regulation (EU) 2015/20332. 

EFSA previously finalised a Conclusion on this active substance on 7 August 2014 in the EFSA Journal, 

that was updated in March 2017 (EFSA, 2014). 

It was a specific provision of the approval that the applicant was required to submit to the European 

Commission, Member States and EFSA confirmatory information in the form of the submission of: 

1. the complete results from the existing extended one-generation study by 4 June 2016; and 

2. the Amphibian Metamorphosis Assay (AMA) (OECD (2009) Test No 231) by 4 December 2017  

as to verify the potential endocrine properties of the substance.  

In accordance with the specific provision, the applicant, the EU 2,4-D Taskforce (Adama, Dow 

AgroSciences and Nufarm), submitted an updated dossier in June 2016, which was evaluated by the 
designated rapporteur Member State (RMS), Greece, in the form of an addendum to the draft 

assessment report (Greece, 2016). In compliance with guidance document SANCO 5634/2009-rev.6.1 
(European Commission, 2013), the RMS distributed the addendum to Member States, the applicant and 

the EFSA for comments on 9 December 2016. However, the reporting table was submitted by RMS to 
EFSA on 21 September 2021. Considering that new criteria to identify endocrine disrupters (Commission 

Regulation (EU) 2018/6053) are applicable since 10 November 2018 and a guidance document is 

available, it is appropriate to consider these new criteria in the assessment of the confirmatory 
information requested. Therefore, the RMS was requested to re-assess the data according to the new 

criteria and EFSA/ECHA ED guidance of 2018 considering also the ED assessment provided in March 
2022 by the applicant. The RMS distributed the revised addendum to Member States, the applicant and 

the EFSA for comments on 11 November 2022 (Greece, 2022). The RMS collated all comments in the 

format of a reporting table, which was submitted to EFSA on 24 February 2023 (Greece, 2023). EFSA 
added its scientific views on the specific points raised during the commenting phase in column 4 of the 

reporting table.  

The current report summarises the outcome of the consultation process organised by the RMS, Greece, 

and presents EFSA’s scientific views and conclusions on the individual comments received. 

 Interpretation of the Terms of Reference 

On 22 December 2014 the European Commission requested EFSA to provide scientific assistance with 

respect to the risk assessment of confirmatory data following approval of an active substance in 
accordance with Article 6(1) of Directive 91/414/EEC4 and Article 6(f) of Regulation (EC) No 1107/2009. 

EFSA’s scientific views on the specific points raised during the commenting phase conducted with 

Member States, the applicant and EFSA on the risk assessment of confirmatory data for 2,4-D are 

presented. 

To this end, a technical report containing the finalised reporting table is being prepared by EFSA. This 

report should be finalised at the earliest convenience.   

 
1 Regulation (EC) No 1107/2009 of the European Parliament and of the Council of 21 October 2009 concerning the placing of 

plant protection products on the market and repealing Council Directives 79/117/EEC and 91/414/EEC. OJ L 309, 24.11.2009, 
p. 1-50. 

2 Commission Implementing Regulation (EU) 2015/2033 of 13 November 2015 renewing the approval of the active substance 2,4-
D in accordance with Regulation (EC) No 1107/2009 of the European Parliament and of the Council concerning the placing of 
plant protection products on the market, and amending the Annex to Commission Implementing Regulation (EU) No 540/2011. 
OJ L 298, 14.11.2015, p. 8-11. 

3 Commission Regulation (EU) 2018/605 of 19 April 2018 amending Annex II to Regulation (EC) No 1107/2009 by setting out 

scientific criteria for the determination of endocrine disrupting properties. OJ L 101, 20.04.2018, p. 33-36. 
4 Council Directive 91/414/EEC of 15 July 1991 concerning the placing of plant protection products on the market. OJ L 230, 

19.08.1991, p. 1-32. 
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On the basis of the reporting table, the European Commission may decide to further consult EFSA to 

conduct a full or focused peer review and to provide its conclusions on certain specific points. 
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2. Assessment 

The comments received on the pesticide risk assessment for the active substance 2,4-D in light of 

confirmatory data and the conclusions drawn by the EFSA are presented in the format of a reporting 

table. 

The comments received are summarised in column 2 of the reporting table. The RMS’ considerations of 
the comments are provided in column 3, while EFSA’s scientific views and conclusions are outlined in 

column 4 of the table.  

The finalised reporting table is provided in Appendix A of this report. 

Documentation provided to EFSA 

1. Greece, 2016. Addendum to the assessment report on 2,4-D, confirmatory data, December 2016. 

Available online: www.efsa.europa.eu. 

2. Greece, 2022. Revised addendum to the assessment report on 2,4-D, confirmatory data, 

‘Assessment of endocrine disrupting properties’, November 2022 and revised in February 2023. 

Available online: www.efsa.europa.eu. 

3. Greece, 2023. Reporting table, comments on the pesticide risk assessment for 2,4-D in light of 

confirmatory data, February 2023.  
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Abbreviations 

AMA Amphibian Metamorphosis Assay 

ANOVA Analysis of variance 

a.s. active substance 

BW bodyweight  

BWG bodyweight gain 

DNT developmental neurotoxicity 

EATS estrogen, androgen, thyroid and steroidogenic 

ED Endocrine disruptor  

EOGRTS Extended One-Generation Reproductive Toxicity Study 

FSTRA Fish Short Term Reproduction Assay 

GD guidance document 

GLP good laboratory practices 

LC50 lethal concentration, median 

MEOGRT Medaka Extended One Generation Reproduction Test  

MS Member State 

MTC Maximum Tolerated Concentration 

MTD Maximum Tolerated Dose 

NTO non-target organism 

PND post-natal day 

RAR Renewal assessment report 

RMS rapporteur Member State 

mRNA messenger ribonucleic acid 

SVL Snout-to-Vent Length  

T3 triiodothyronine 

T4 thyroxine 

TK toxicokinetics 

TG technical guideline 

TSH thyroid stimulating hormone 

TSRC threshold for saturation of renal clearance 

VTG vitellogenin 

WoE weight of evidence 
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