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PEST COMMITTEE MEETING OF 28 June 2018

EU AUTHORISATION PROCEDURE FOR PESTICIDES -
AUTHORISATION OF PLANT PROTECTION PRODUCTS

BY MEMBER STATES

PREPARATORY QUESTIONS

ANSWERS GIVEN BY MR ROBIN MESNAGE

In the context of the PEST Committee meeting of 28 May, a public hearing with five invited
parties on “EU authorisation procedure for pesticides - Authorisation of plant protection
products by Member States” will take place.

To prepare for this public hearing, political groups have submitted the following questions.
These questions, which address many of the topics at stake, should be answered in writing
by 26 June 2018, 12.00 h.

For Mr. Mesnage

61. In the statement of concern by several scientists including yourself published in
Environmental Health (2016) 15:19 you and your colleagues argue that the current state
of research on the environmental and public health risks caused by glyphosate-based
herbicides is outdated given the significant increase in use over the last ten, twenty
years. You argue that new publicly funded studies are necessary. Could you elaborate on
this including on why you think that the raw data gathered by the industry (such as that
which was the basis for the EU risk assessment of glyphosate) does not provide for
sufficient evidence?

All the reasons explaining why I think that the raw data gathered by the industry is
not sufficient are detailed in the statement of concern (Environmental Health (2016)
15:19). I think that the raw data gathered by industry is of a good quality, but it
doesn’t cover all endpoints necessary to fully evaluate glyphosate toxicity. The most
important gap is the absence of studies investigating effects of both glyphosate and
glyphosate-based pesticides in long-term bioassays starting prenatally, which would
include important endpoints such as biomarkers of endocrine disruption as well as the
study of host microbiomes.

My view is that governments should not pay for the risk assessment of chemicals. I
recommend a system through which chemical manufacturers provide funds to
regulatory bodies as part of routine registration. Such funds would then be transferred
to appropriate government research institutes, or to a grant agency, to guarantee the
independency of regulatory tests.

62. What are in your view the most likely risks to public health and the environment caused
by glyphosate-based herbicides? Why do EU regulators come to the conclusion that
those risks are negligible?
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The most likely risks to public health are metabolic and congenital malformations
potentially caused by the exposure to commercial formulations of pesticides in
sensitive subjects such as human embryo and fetus, which have been suggested by
some epidemiological studies (reviewed in Mesnage et al., Front Public Health. 2018
Jan 22;5:36). EU regulators come to the conclusion that those risks are negligible
because only the declared active ingredient glyphosate has been tested in the long-term
risk assessment. This doesn’t reflect the reality of glyphosate-based herbicide uses.

63. What should be changed in EU regulation to allow for a more uncertainty-tolerant risk
assessment of pesticides and for a better evaluation of the available evidence of risks?

A more uncertainty-tolerant risk assessment of pesticides can be achieved by taking
into account gaps in risk assessment in the calculation of health-based guidance values
like the Acceptable Daily Intake. For example, an extra safety factor could be added to
take into account uncertainties regarding the effects of co-formulants in the toxicity of
commercial formulations of pesticides.

For a better evaluation, a first step would be to get more transparency, and access to
all the raw data obtained by companies and accepted by regulatory agencies as proof
of safety. The second step can be the creation of a system through which chemical
manufacturers provide funds to regulatory bodies as part of routine registration. Such
funds would then be transferred to appropriate government research institutes, or to a
grant agency. Such reforms would ensure the independency of regulatory toxicology,
and promote trust in companies and science.

64. How should member states assess formulations?

The assessment of formulations can be improved at the EU level by extending the
battery of tests performed on reference formulations. A limit of this approach is that
these reference formulations may not reflect all formulations on the market since they
contain a mixture of different ingredients. To overcome this problem, it would be
important to obtain the transparency on the composition of all commercial
formulations placed on the market in order to determine a set of reference
formulations (not only one).

65. Is there one synthetic pesticide that you would consider safe?

The notion of safety cannot be disconnected from the notion of dose. Many pesticide
ingredients will not cause any adverse health effects at concentrations at which they
are found in the environment. Moreover, the distinction between synthetic and natural
chemicals is very complex. Some pesticide ingredients are natural molecules which
have been synthetized using industrial processes to scale up production. Pesticide
safety should not be considered as a black versus white issue. The safety of a pesticide
ingredient should be considered on a case by case basis depending on exposure
scenarios.

66. In your view, what are the key improvements that need to be made to the EU’s dual
approval process in order to increase the transparency and sustainability of the EU risk
assessment model?
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 Do you consider that those improvements would support the maintenance of a
system built on an EU-level approval of active substances, and a secondary national
product approval system?

My view is that every commercial formulation of pesticide should be studied and
authorised at the EU-level.

67. The EU regulation requires that human, animals, the environment and its species should
be protected from harmful effects caused by pesticide active ingredients, products and
residues. The reported active ingredients go through a thorough toxicity assessment, for
human and the environment, through which acceptable exposure limits are set (e.g.
acceptable daily intake). In your scientific opinion, is the assessment of pesticide active
ingredients in EU sufficient to guarantee protection of human and the environment from
the potentially harmful effects of these compounds (active ingredients)?

My scientific opinion is that the assessment of pesticide active ingredients is
insufficient. The battery of toxicity tests used to estimate general toxic effects, such as
target organ toxicity or histopathological lesions, is very reliable. However, chronic
metabolic diseases are not well detected with the current battery of tests. This is the
case of diseases provoked by endocrine disrupting effects.

68. The Commission has stated in its written responses to the PEST Committee that there
are only 21 safeners and 13 synergists that are known to be used in formulated
products, whereas there are several hundred substances used as co-formulants. Under
Regulation (EC) No 1107/2009, safeners are defined substances added to reduce toxic
effects on certain plants, synergists are substances added to enhance the pesticidal effect
and co-formulants are all substances that are neither safeners nor synergists.

 How does that categorisation work in your view?

 Do you consider that there is a clear-cut boundary between these three categories
and that it is therefore clear that only just over 30 substances would need to undergo
a full approval procedure, according to Article 25 of Regulation (EC) No
1107/2009?

This categorisation is valid for effects on target species. However, this is not valid to
estimate the effects on non-target species. The fact that an ingredient is inactive in
plant does not mean that it will not be toxic in mammals. There is no clear-cut
boundary between these three categories when we address non-target effects. My view
is that they should be regulated similarly.

69. You have found in your research that compounds used as synergists (i.e. substances that
are added to enhance the pesticidal effect) in formulated products can be harmful
themselves and can increase the toxicity of the active substance.

 How important do you judge the difference in toxicity between glyphosate vs.
glyphosate-based formulations?
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Overall, commercial formulations are more toxic than their declared active principles
because they contain other chemicals which can be toxic depending on the dose.
However, it is not possible to generalise the difference in toxicity. My research showed
that some commercial formulations are a thousand times more toxic than glyphosate
in vitro, while some others do not seem to be more toxic than glyphosate. This is a
proof of principle and it cannot be used directly to regulate pesticide formulations. The
situation could be different in vivo depending on the organism or the duration of
exposure. This is a dark zone and new studies are urgently needed to better
understand to which extent co-formulants participate to the toxicity of pesticides. It is
very likely that some co-formulants can explain pathologies caused by pesticides after
occupational or environmental exposures as suggested by some epidemiological studies
(cited in Mesnage et al., Front Public Health. 2018 Jan 22;5:36).

 If there is a significant difference, is that an isolated case, or is this commonplace?

This is a commonplace because most pesticide formulations include co-formulants
which are used to increase the pesticidal activity of the declared active principle. These
co-formulants have their own toxic profiles.

 Do you think that formulations are adequately assessed?

Formulations are not adequately assessed because only their acute toxic effects are
studied. Long-term health effects of pesticide residues from the complete commercial
formulations are never tested.

70. EU Regulation (EC) No 1107/2009 requires that safeners and synergists must be
approved only if they meet the same safety criteria as active substances. However, so
far, no safener or synergist has been approved at EU level.

 How relevant, do you reckon, is this “blind spot” in the EU pesticide regime for the
protection of human health and the environment?

71. At EU level, only one co-formulant has been dealt with, polyethoxylated tallowamine
(POE-tallowamine). The Commission decided to ban the use of this co-formulant in
glyphosate-based herbicides.

 Do you know whether POE-tallowamine is also used in other formulations, which do
not include glyphosate?

In France, 126 formulations of glyphosate were removed from the market in July 2016,
but other POEA-containing pesticides can still be bought. In addition, French farmers
can still source POEA as a separate adjuvant mixture (product name Regain,
authorization 9300433) to mix with a glyphosate formulation in the spray tank
(https://ephy.anses.fr/adjuvant/regain). POEA is also still authorized as a co-formulant
in pesticide formulations containing other ingredients such as 2,4-D (such as Holster
XL, Barclay Chemicals Manufacturing Ltd).
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 If yes, is there any good scientific reason to ban POE-tallowamine in glyphosate-
based formulations only?

Concerns about POE-tallowamine are not based on interactions between glyphosate
and POE-tallowamine, but based on its toxicity. Thus, there is no scientific reason to
ban POE-tallowamine in glyphosate-based formulations only.

 Or do you think POE-tallowamine should be prohibited across the board for the
same or similar reasons as it is banned for glyphosate-based formulations (i.e.
include it in the list of unacceptable co-formulants further to Article 27 of
Regulation (EC) No 1107/2009)?

Prohibiting POE-tallowamine is not a complete solution, it is moving the problem to
another chemicals. Other ethoxylated adjuvants such as ethoxylated etheralkylamine
have very similar toxicological properties compared to POE-tallowamine. These are
still authorised in glyphosate-based formulations.

72. Pesticide products are rarely used alone in agriculture but farmers use a cocktail of
pesticides - in many cases a blend of fungicides, insecticides and others. Is there any
evidence that this might increase the adverse effects of the different formulations in a
synergistic manner?

There are evidences of combined effects between different active principles used in
agriculture (Environ Health Perspect. 2009 Dec; 117(12): 1839–1846.)

 Do you think that mixture effects are adequately assessed in the current regulatory
framework?

Mixture effects are not adequately assessed in the current regulatory framework.

 What would you suggest as a solution to address the exposure to pesticide mixtures?

Several solutions to this problem have been proposed in the 2011 opinion on Toxicity
and Assessment of Chemical Mixtures, by the non-food scientific committees of the
European Commission. This can be considered as a basis to improve the current
regulatory framework.

Assessing interactions between different commercial pesticide formulations is very
difficult given the number of combinations. My view is that whole-mixture approaches
can be recommended when there are unidentified materials in the mixture and for any
interactions among mixture components, which is the case of commercial pesticide
formulations.


