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ANSES undertakes independent and pluralistic scientific expert assessments. 
ANSES's public health mission involves ensuring environmental, occupational and food safety as well as assessing the 
potential health risks they may entail. 
It also contributes to the protection of the health and welfare of animals, the protection of plant health and the evaluation 
of the nutritional characteristics of food. 

It provides the competent authorities with the necessary information concerning these risks as well as the requisite 
expertise and technical support for drafting legislative and statutory provisions and implementing risk management 
strategies (Article L.1313-1 of the French Public Health Code).  

Its opinions are made public. 
This opinion is a translation of the original French version. In the event of any discrepancy or ambiguity the French 
language text dated 9 February 2016 shall prevail. 

 
 

ANSES received a request on 8 April 2015 from the DGCCRF (Directorate General for 
Competition, Consumer Affairs and Fraud Control), DGPR (Directorate General for Risk 

Prevention), DGS (Directorate General for Health), DGT (Directorate General for Labour) and 

DGAL (Directorate General for Food) to conduct the following expert appraisal: analyse the data 
presented in the monograph of the International Agency for Research on Cancer (IARC) on 
glyphosate and in the renewal assessment report of the rapporteur Member State and indicate 
whether these data support a proposal to change the classification of glyphosate concerning its 
carcinogenic properties, in accordance with the rules set out in Regulation (EC) No 1272/2008 
(CLP). 

1. BACKGROUND AND PURPOSE OF THE REQUEST 

Glyphosate is a non-selective herbicide that is very widely used in France both by professionals 
and by amateur gardeners. It controls all types of weeds, except in the event of resistance, 
whether they are annual, biennial, or perennial, grassy or broadleaf weeds.  

http://www.anses.fr/
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The BNV-D1 indicates that between 2008 and 2014, sales volumes of glyphosate in tonnes were 
relatively stable, with annual tonnage of between 5,157 tonnes and slightly more than 7,421 tonnes 
for products that are not authorised for garden use, and between 1,264 tonnes and 2,055 tonnes 
depending on the year for products that are authorised for garden use. These figures show that, 
irrespective of the year, glyphosate along with sulphur are the substances with the highest sales 
volumes in tonnage in France.  

Glyphosate is currently being re-evaluated as part of the 10-year renewal of approval procedure for 
active substances of plant protection products, in accordance with Regulation (EC) No 1107/2009. 
This new evaluation coordinated by EFSA was entrusted to Germany, the rapporteur Member 
State, which mandated the Federal Institute for Risk Assessment (BfR) to draft the EU Renewal 
Assessment Report (EU RAR) to be submitted to all the Member States of the European Union. 
This expert appraisal, which includes a compilation of updated regulatory toxicology data and a 
review of the open literature, does not propose any classification of glyphosate in terms of 
carcinogenicity or mutagenicity.  

However, on 10 March 2015, the International Agency for Research on Cancer (IARC), part of the 
World Health Organization (WHO), announced that glyphosate would now be classified as a Group 
2A substance, i.e. “probably carcinogenic to humans” considering the body of evidence on the 
carcinogenicity of glyphosate which is limited in terms of epidemiology, but sufficient in terms of 
data from animal experiments and on tumour induction mechanisms (genotoxicity, oxidative stress, 
etc.). The monograph that led the IARC to propose this classification has been published2. 

These evaluations led the authorities in France (DGCCRF, DGPR, DGS, DGT, and DGAL) to issue 
a request to ANSES (Annex 1) concerning the hazards of glyphosate for human health, in order to: 

1- identify whether the data presented in the IARC's evaluations and those presented in the 
assessment of the BfR, as part of the European evaluation, support a proposal to change the 
classification of glyphosate with regard to carcinogenicity, based on the rules defined in Regulation 
(EC) No 1272/2008 (CLP). 

It was important that ANSES's analysis should enable the authorities in France to propose 
appropriate measures at the European level during examination of the draft decision for renewal of 
the approval. 

On 16 October 2015, ANSES called on an Emergency Collective Expert Assessment Group 
(GECU) (Annex 2) to address this request, and in addition, asked the group to: 

2- identify subsequently whether the results of genotoxicity studies carried out with the 
representative formulation from the European glyphosate dossier that were presented in the BfR 
renewal assessment report are sufficiently robust given the protocols used, and whether these 
results should prompt further studies on the formulants and/or products. 

This Opinion aims to address the first question. Concerning the second question, the GECU is 
continuing its investigations and an additional report is planned for April 2016. 

This ANSES Opinion also addresses the requests received from the French consumer 
associations CLCV3 (Annex 3) and UFC-Que Choisir4 (Annex 4), but only for the part concerning 
the classification of the active substance glyphosate. The other points will be addressed by the 
Agency within the context of re-evaluations of products (Article 43 of Regulation (EC) No 
1107/2009) in the event of renewed approval of the substance. 

Moreover, ANSES is setting up a working group on the risks associated with the co-formulants 
found in all plant protection products, with priority given to glyphosate-based formulations. 

                                            
1
  National sales database for plant protection products managed by accredited distributors, created in 2008. 

2
  IARC Monographs Volume 112 (2015): Glyphosate. 

3
  Consumer association CLCV for consumption, housing, and the living environment (Consommation, Logement et 

Cadre de Vie). 
4
  Consumer association UFC-Que Choisir (Union Fédérale des Consommateurs-Que Choisir). 
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2. ORGANISATION OF THE EXPERT APPRAISAL 

The expert appraisal was carried out in accordance with French Standard NF X 50-110 “Quality in 
Expert Appraisals – General Requirements of Competence for Expert Appraisals (May 2003)”.  

The GECU, tasked with examining this request, included four experts with knowledge in the areas 
of substance classification, but also carcinogenicity, mutagenicity and epidemiology. 

The collective expert appraisal concerning the first part of the request was carried out by the 
GECU with the scientific participation of ANSES and involved two meetings, one on 2 November 
and the other on 18 November 2015. 

The expert report underlying this opinion (Annex 5) was presented on 15 December 2015 to the 
Expert Committee (CES) on "Chemical substances concerned by the REACh and CLP 
Regulations” and on 16 December 2015 to the CES on “Plant protection products: chemical 
substances and preparations”. It was validated by the GECU on 4 February 2015. 

Analysis by ANSES of the declared interests of the experts was undertaken before their 
appointment and throughout the appraisal in order to prevent any risk of conflicts of interests 
regarding the subjects dealt with in this expert appraisal 
On the basis of this analysis, no relationships or conflicts of interest were identified.  
The declarations of interest of the experts are made public via the ANSES website (www.anses.fr). 

Given the limited time available to process the request, the GECU was not able to consult the 
regulatory study reports and/or all the published articles that were used by the BfR and IARC to 
substantiate their conclusions. Analysis therefore focused on the following documents provided by 
the Agency:  

- Glyphosate renewal assessment report, vol 3, Annex B.6. Toxicology and metabolism, RMS5: 
Germany; Co-RMS: Slovakia, 29 January 2015, revised 31 March 2015. 

- IARC Monographs Volume 112: evaluation of glyphosate (29 July 2015). 

- Glyphosate renewal assessment report, Addendum 1 to RAR, Assessment of IARC 
monographs, vol 112 (2015): glyphosate, RMS: Germany, 31 August 2015. 

- EFSA Journal 2015;13(11):4302 and correspondence dated 12/11/2015. 

- 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, OJ 353 dated 31.12.2008. 

- Guidance on the application of the CLP criteria; guidance to Regulation (EC) No 1272/2008 
on classification, labelling and packaging (CLP) of substances and mixtures, version 4.1, 
ECHA, June 2015. 

Analysis was carried out step by step to try and explain the differing conclusions of the EU RAR 
and EFSA versus those of the IARC on the carcinogenicity classification of glyphosate, first by 
performing a general comparative review of the reference datasets used for assessment and the 
interpretation criteria for epidemiological, experimental and mechanistic studies, and then by 
analysing in more detail how they were applied to the available dataset for glyphosate. 

3. ANALYSIS AND CONCLUSIONS OF THE GECU 

The overall assessment and conclusions in the GECU expert report are as follows: 

                                            
5
  RMS: rapporteur Member State 

http://www.anses.fr/
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"A comparison of the reference datasets used for the evaluations shows that the IARC 
examined articles published in the scientific literature and carried out a critical analysis of the 
quality and validity of the methods and results presented. 

The European assessment procedure was based primarily on the experimental studies 
required by Regulation (EC) No 1107/2009, generally conducted in compliance with the 
guidelines of the OECD and GLP. This evaluation was supplemented by a scientific literature 
review specifically relating to the 10-year regulatory re-evaluation of a substance included in 
products that require approval, which is the case for glyphosate. 

This diversity of source data may, in part, explain the differences between the conclusions 
reached by the European evaluation and those of the IARC. 

Concerning the interpretation criteria of epidemiological, experimental and mechanistic 
studies, the IARC focused mainly on a critical analysis of publications to determine the 
"strength of evidence" (causal relationship between exposure to substances and effects) and 
mechanisms of action, with the aim of substantiating the plausibility of a hazard in humans. 

The European procedure followed the same approach and included, as part of a "weight of 
evidence” analysis, additional criteria to modulate the assumption of a carcinogenic effect in 
humans: the analysis consisted of weighing a series of items in favour of or against the 
suspicion of a carcinogenic effect in humans, by analysing for each one the scope and 
consistency of the available results. Additional information was generally requested with the 
aim of arriving at conclusions that can support the authorities’ decisions, without objection. 

The additional criteria used for the European classification are partially taken into account in 
the IARC expert assessment but carry a different weight, another parameter that helps 
explain the differing conclusions between the European assessment and that of the IARC. 

EFSA also highlighted the differences in interpretation of the statistical analyses used to 
evaluate the data on experimental carcinogenicity and the use of historical control data. 

Given the wide range of available data on glyphosate, EFSA considers it appropriate to 
adopt an analysis method using the weight of evidence." 

The GECU indicates that: 

"The results of epidemiological studies are not consistent, and some bias and/or a lack of 
power was identified. Exposure to a specific formulated product is not indicated clearly, 
whether qualitatively (exposure to which products), or quantitatively (level and frequency of 
exposure). 

As a result, the level of evidence to associate glyphosate with an increased risk of non-
Hodgkin’s lymphoma is limited in humans. 

The review of data on experimental carcinogenicity in animals shows a relationship 
between exposure to glyphosate and development of certain types of tumours, but this is 
generally limited to a single sex and, depending on the case, on susceptible strains or at high 
doses. 

Given all these results, the level of evidence for the carcinogenicity of glyphosate in animals 
can be considered relatively limited.  

It is unlikely that glyphosate has a potential effect involving endocrine disruption of 
oestrogen-dependent regulation pathways; additional studies could confirm this hypothesis. 

In its analysis of the many available studies, the GECU noted that all the genotoxicity 
studies carried out in vitro and in vivo in the regulatory context led to negative results. 
However, examination of the literature reveals contradictory results for studies carried out 
in vitro, and in particular concerning an in vitro comet assay. Given all these results, the level 
of evidence for the genotoxicity of glyphosate in animals can be considered relatively limited. 
Nonetheless, additional data are required concerning glyphosate-based formulations.  
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Regarding the evaluation of mechanisms of action leading to toxicity, it is important to 
emphasise that some studies reveal oxidative stress, which requires further investigation. 
Evidence showing that an oxidative mechanism was in fact present in vivo after exposure to 
glyphosate, and that this mechanism is directly induced by glyphosate, is insufficient; this 
possibility can however not be ruled out. This effect could underlie induction of DNA strand 
breaks found in the in vitro comet assay. This point should be examined with particular care 
as part of discussions on the classification of the active substance that will take place under 
the responsibility of ECHA."  

The GECU concludes that: 

"In conclusion, given the limited time available for appraisal and the very large number of 
available studies and publications, the analysis of the working group focused exclusively on 
the European renewal assessment report and that of the IARC and not directly on the reports 
from studies conducted as per the guidelines that integrate raw data, as well as on the 
published scientific literature. As a result, the working group is unable to formulate a decision 
on a Category 2 classification or on an absence of classification in terms of Regulation (EC) 
No 1272/2008. However, the working group believes that the analysis that was performed 
shows that the level of evidence for carcinogenicity in animals can be considered relatively 
limited and does not enable, in terms of Regulation (EC) No 1272/2008, classification of 
glyphosate (active substance) in Category 1B for carcinogenicity." 

4. AGENCY CONCLUSIONS AND RECOMMENDATIONS  

The Agency drew on the expert appraisal of the GECU concerning the analysis of the classification 
of glyphosate in terms of Regulation (EC) No 1272/2008 and considers that: 

-  the level of evidence of carcinogenicity in animals and in humans can be considered relatively 
limited and cannot be used to propose a classification in Category 1B6 in application of the 
criteria in Regulation (EC) No 1272/2008;  

-  in view of the limited level of evidence, the substance could arguably be classified in Category 
27 but the Agency cannot decide on this point in the absence of a detailed analysis of all the 
studies.  

Given the results of this expert appraisal, the Agency believes that the classification of glyphosate 
should be rapidly reviewed by ECHA. 

                                            
6
  Category 1: Known or presumed human carcinogens. A substance is classified in Category 1 for carcinogenicity on 

the basis of epidemiological and/or animal data. A substance may be further distinguished as Category 1B, 

substances presumed to have carcinogenic potential for humans; classification in this category is largely based on 
animal evidence.  

The classification in Category 1A and 1B is based on strength of evidence together with additional considerations 
(see Section 3.6.2.2 of Regulation (EC) 1272/2008). Such evidence may be derived from human studies that 
establish a causal relationship between human exposure to a substance and the development of cancer (known 
human carcinogen) or animal experiments for which there is sufficient evidence (see Section 3.6.2.4 of Regulation 
(EC) 1272/2008) to demonstrate animal carcinogenicity (presumed human carcinogen).  

In addition, on a case-by-case basis, scientific judgement may warrant a decision of presumed human carcinogenicity 
derived from studies showing limited evidence of carcinogenicity in humans together with limited evidence of 
carcinogenicity in experimental animals. 

7
  Category 2: Suspected human carcinogens 

The placing of a substance in Category 2 is done on the basis of evidence obtained from human and/or animal 
studies, but which is not sufficiently convincing to place the substance in Category 1A or 1B, based on strength of 
evidence together with additional considerations (see Section 3.6.2.2 of Regulation (EC) 1272/2008). Such evidence 
may be derived (see Section 3.6.2.4 of Regulation (EC) 1272/2008) either from limited evidence of carcinogenicity in 
human studies or from limited evidence of carcinogenicity in animal studies. 
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Besides the active substance and given exposure to plant protection products and concerns raised 
about co-formulants, particularly tallowamine for glyphosate-based formulations, the Agency is 
continuing these investigations by setting up a working group on the risks associated with the co-
formulants found in all plant protection products, with as a priority,  glyphosate-based formulations. 
In addition, ANSES will conduct an immediate re-assessment of the products containing 
glyphosate and tallowamine. Major concerns have been raised for these products concerning 
compliance with the requirements of Article 29 of Regulation (EC) No 1107/2009. Specifically, this 
article states that “interaction between the active substance, safeners, synergists and co-
formulants shall be taken into account in the evaluation of plant protection products”. 

 

 

 

 

 

 

 

Caroline Gardette 
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Annex 1: Letter of request concerning glyphosate 2015-SA-0093 
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Annex 2: Mandate of the GECU 
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Annex 3: Letter of request from the CLCV 2015-SA-0144 
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Annex 4: Letter of request from UFC-Que Choisir 2015-SA-0143 
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Annex 5: GECU Expert Report 
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