HET COLLEGE VOOR DE TOELATING VAN
GEWASBESCHERMINGSMIDDELEN EN BIOCIDEN

Het Ctgb past het besluit van 28 december 2018 aan.

De wijziging betreft het vermelden van de correcte MAC-EQSsw waarde. Het besluit van het Ctgb
werd gebaseerd op RIVM rapport (VSP Adviesrapport 14542B01). In de eindconclusie van dit rapport
werd de MAC-EQSsw waarde niet juist vermeld. De eindconclusie van het enderliggende rapport is
door het RIVM gecorrigeerd (VSP Adviesrapport 14542B02). Het eerder genomen besluit door het
Ctgb wordt conform aangepast.

1 HERSTELBESLUIT
Op 18 april 2018 is van:

Bayer CropScience S.A.-N.V.

Posthus 231
3640 AE MIJDRECHT

een aanvraag tot afleiding van MTR ontvangen als bedoeld in artikel 8.11 van de Regeling

gewasbeschermingsmiddelen en hiociden (verder te noemen: RGB) voor de werkzame stof
Fluopyram

HET COLLEGE BESLUIT tot vaststellen van de normen zoals vermeld in het RIVM rapport

“Fluopyram - Afleiding van de JG-MKN- en MAC-MKN-water” (VSP Adviesrapport 14542B02,
d.d. 15-01-2019)".

2 WETTELUKE GRONDSLAG

Besluit Artikel 2 onder b van het Besluit gewasbeschermingsmiddelen en
biociden, in combinatie met artikel 8.11 Regeling
Gewasbeschermingsmiddelen en biociden

3 NORMAFLEIDING

Ctgb stelt de AA-EQS en MAC-EQS voor fluapyram als volgt vast:

MAC-EQSs, van fluopyram is 32 pg/L, de MAC-EQS,,, is 3.2 ug/L

AA-EQSy, voor fluopyram is 2.7 pg/L, de AA-EQS,,, is 0.27 pg/L




Bezwaarmogelijkheid

Degene wiens belang rechtstreeks bij dit besluit is betrokken kan gelet op artikel 4 van Bijlage 2 bij de
Algemene wet bestuursrecht en artikel 7:1, eerste lid, van de Algemene wet bestuursrecht, binnen zes
weken na de dag waarop dit besluit bekend is gemaakt een bezwaarschrift indienen bij: het College
voor de toelating van gewasbeschermingsmiddelen en biociden (Ctgb), Postbus 8030,

6710 AA EDE. Het Ctgh heeft niet de mogelijkheid van het efektronisch indienen van een
bezwaarschrift opengesteld.

Ede, 25 oktober 2019

Het College voor de toelating van
gew, sheschermingsmiddelen en biociden,
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1 Introduction

1.1 General

Fluopyram is a fungicide that is approved for use in plant protection products in the European
Union (EU). The Ctgb commissioned RIVM to derive an £EQSs according to the WFD-
methodology. The resulting values can be used by Ctgb in the re-registration process when
monitoring data have to be compared with water quality standards according to the agreed
procedures.

1.2 Standards considered

Under the WFD, two types of EQSs are derived to cover both long- and short-term effects re-
sulting from exposure:

- an Annual Average EQS (AA-EQS) — a long-term standard, expressed as an annual average
concentration (AA-EQS) which should protect the ecosystem against adverse effects result-
ing from long-term exposure, and

- a Maximum Acceptable Concentration EQS (MAC-EQS) for aquatic ecosystems — the con-
centration protecting aquatic ecosystems from effects due to short-term exposure or concen-
tration peaks.

Concentrations below the AA-EQS should not resuit in risks due to direct toxicity, secondary
poisoning and/or risks for human health. The latter two aspects are therefore also addressed in
the AA-EQS, when triggered by the characteristics of the compound (i.e. human toxicology
and/or potential to bioaccumulate). The MAC-EQS is based on direct ecotoxicity only. In the
context of authorisation of plant protection products, only freshwater EQSs are used. However,
for the purpose of EQS derivation, toxicity data on salt water species data are collected as well.
The total available dataset allows for derivation of freshwater and saltwater EQSs and since
standards for the saltwater environment may be used for other purposes as well, they are also
derived in this report.

For authorisation of plant protection products, transient ecotoxicological effects may be consid-
ered acceptable under certain conditions if the potential for recovery is demonstrated. However,
the quality standards in the context of the WFD refer to the absence of any impact on communi-
ty structure of aquatic ecosystems. Hence, long-term undisturbed functioning is the protection
objective under the WFD. Therefore, recovery in a test situation, after a limited exposure time, is
not included in the derivation of the AA- and MAC-EQS.

1.3  Methodology

1.3.1 Guidance documents

The methodology used for ERL derivation is in accordance with the European guidance docu-
ment for derivation of environmental quality standards under the WFD [1]. This document is
further referred to as the WFD-guidance. For those aspects that may not be fully covered by the

4 Versie d.d.21 okieber 2019, bestemd voor: Ctgb



werkzame stof; fluopyram Ctgb aanvraagnummer: : 20180847

WFD-guidance, additional information can be found in national guidance [2] and relevant re-
ports [3,4].

1.3.2 Data sources

For the derivation of the quality standards for fluopyram, studies used in the Draft Assessment
Report (DAR) prepared within the context of Commission Regulation 737/2007 and a number of
new aquatic studies provided by the Ctgb are used as basis [5]. A literature search was per-
formed with SCOPUS (www.scopus.com) to find additional literature not included in the DAR.

1.3.3 Data evaluation

The new ecotoxicological data, not used in the DAR, were evaluated with respect to the validity
(scientific reliability) of the study. Reliability indices (Ri) of 1 to 4 were assigned according to
Klimisch et al. [6], with Ri 1: fully reliable, Ri 2: reliable with restrictions, Ri 3: not reliable and
Ri 4: not assignable. A detailed description of the evaluation procedure is given in the WFD-
guidance [1].

The data used in the DAR, physico-chemical and ecotoxicological endpoints, are not re-
evaluated and included in the report with a reliability of Ri 2. In some cases additional data are
obtained from the original study report to provide sufficient information on the studies.

Occasionally, endpoints reported in the DAR exceed the water solubility. According to the WFD
guidance, endpoints exceeding the water solubility with more than a factor of 2 should not be
used for the EQS derivation. This factor could be increased to 3 when the available data on the
water solubility has a variation higher than a factor of 2. The only available endpoint on water
solubility of fluopyram is 16 mg/L (no pH dependency; see Table 2), therefore the cut off value is
set at 32 mg/L. Endpoints exceeding 32 mg/L were assigned an Ri 3 and therefore rejected.

Endpoints based on nominal test concentrations are accepted as sufficiently reliable for EQS
derivation because fluopyram has characteristics that indicate that the substance is not likely to
dissipate rapidly from the water phase: it has low vapour pressure, moderate to low hydrophobi-
city (relatively high water solubility), it does not hydrolyse and does not photolyse rapidly.

Versie d.d.21 oktober 2019, bestemd voor: Ctgb 5
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2 information on the substance

2.1 |dentity

Table 1. Substance identification

Name fluopyram
Chemical name N-{2-[3-chloro-5-(triftuoromethyl)-2-pyridyljethyl}-a, a,a-trifluoro-o-
toluamide
CAS number 658066-35-4
Molecular formula C;anCngNzo
Molar mass 396.72 g/mol
EC number not allocated
Structural formula F.C Cl
? X 0  CF,
o
N N
H
SMILES code C1=CC=C(C(=C1)C(=0)NCCC2=C{C=C(C=N2)C(F}F)F)CIC(F)(F)F
Use class fungicide
Mode of action Fluopyram is a new broad-spectrum systemic fungicide of the carbox-

amide group. it inhibits the succinate dehydrogenase in the cell respira-
tion of the fungus thus blocking electron transport.

2.2 Physico-chemical properties

Table 2. Physico-chemical properties

Parameter Unit Value Remark Ref.
Water solubility [ma/l] 18 pH 7, 20°C (7]
pha n.a. does not dissociate (7]
log Kow gl 3.3 20°C, method not reported [7]
Vapour pressure [Pa] 1.2x10° at20°C [71
Henry’s law constant [Pa.m®mol]  2.98x10° calculated 7]
Melting point [°C] 117.5 7
Bailing point [°C] 318 — 321 i7]

n.a. = not applicable.

2.3 Classification

A harmonised CLP classification (Annex VI of Regulation (EC) Nr 1272/2008) for fluopyram is
available [8], which is presented in Table 3.
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Table 3. Fluopyram: harmonised classification

Hazard Class and Hazard Statement Concentration limits,
Category Codes Codes M-factors
Aquatic Chronic 2 H411 -

2.4 Fate and behaviour

2.4.1 Behaviour in the environment
Selected environmental properties of fluopyram are given in Table 4.

Table 4. Selected environmental properties of fluopyram

Parameter Name/Unit Value Remark Ref.
log Koe log [L/kg] 2.46° see footnote 71
Hydrolysis half-life DTg [d] - stable at pH 57,9 [7]
Photolysis half-life DTso [d] 21 phenyl "*C-labelled [7]
Photolysis half-life DTso [d] 25 pyridyl *“C-labelled [7]
Photalysis half-life DTs [d] 21 In natural Rhine  [7]
water
Biodegradation in water/sediment DTs0 systemld] 1190  24°C; phenyl "C- [7]
systems labelled
Biodegradation in water/sediment DTs0 system[d] 1000 phenyl “C- f7]
systems labelled, T not
measured
Biodegradation in water/sediment DTs0 systemld] 1470 24°C; pyridyl "*C-  [7]
systems labelled
Biodegradation in water/sediment DTso system(d] 648  pyridyl *C- [7]
systems labelled, T not
measured

2.4.2 Bioconcentration and biomagnification

Since log Kow is > 3, the trigger for bioconcentration and biomagnification is exceeded and the
risk for bioconcentration and biomagnification should be evaluated. The BCF for fish selected in
the DAR is 18 L/kg (whole fish = 18, normalised to 6% lipid content = 16). This values is calcu-
lated from the concentration in fish and water. The BCF calculated from kinetic parameters is
65.7-87.9 L/kg. A review of the BCF study shows that fluopyram in fish is expressed as total
radioactivity, which is not only active substance but possibly also metabolites. The percentage
of fluopyram after 7 days is 54.6% in edibles and 11.0% in viscera. However, after 14 days the
percentage of fluopyram in edibles and in viscera is comparable (24.7% versus 21.9% respec-
tively). Data from day 14 are used to calculate the steady-state BCF. The difference between
total radioactivity and the parent compound is the reason why there is a difference hetween the
steady state BCF of 18 L/kg and the kinetic BCF of 65.7 — 87.9 L/kg. Human toxicology

The human-toxicological acceptable daily intake (ADI) is 0.012 mg/kg./d (DAR). There is no
classification that triggers the inclusion of human health in risk limit derivation. Therefore the
derivation of the QS.uater ah food 18 NOt requiired.

2.5  Secondary poisoning

Considering the BCF value os less than 20 L/kguw, derivation of the QS waier for secondary
poisoning is not necessary from this point of view. Another reason to derive quality standards for
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secondary poisoning could be a high intrinsic toxicity to mammals and birds. Although it is not
indicated when toxicity is high, the chronic NOAELs mentioned in the DAR for rats and mice are
rather low (1.2 and 4.2 mg/kguw/d, respectively). Therefore, the classification and labelling report
(Federal Institute for Occupational Safety and Health, 2013) was checked for more details on
the studies. It appears that the population relevant endpoints (mortality, growth) have a higher
NOAEL for the rat: 6.0 and 8.6 mg/kge./d, for males (survival) and females (body weight), re-
spectively, corresponding to a diet concentrations of 150 mg/kgai. In the similar study with mice
no effects on mortality and only transient effects on body weight were observed in the highest
test concentration (750 mg/Kgget) for both males and females. Doses for males and females at a
diet concentration of 150 mg/kgae were 20.9 and 26.8 mg/kgw./d, respectively. At these diet and
dose levels, the route of secondary poisoning is not the critical route for the overall EQS.

8 Versie d.d.21 oktober 2019, bestemd voor: Cigb
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3 Derivation of water quality standards

3.1 Ecotoxicological effect data

3.1.1 Aggregated laboratory toxicity data

The available acute and chronic ecotoxicity data for freshwater and marine organisms are
summarised in Annex 1. The data selected for EQS derivation are reported in the tables below.
As indicated in section 1.3.3, endpoints exceeding the water solubility with more than a factor 2
are not used for the EQS derivation, For Crustacea and Pisces, all studies conducted with the
active substance resuited in unbound values or values exceeding 32 mg/L (twice the water
solubility of 16 mg/L.). These endpoints cannot be used for EQS derivation. However, there are
studies available that were conducted with formulations and the endpoints of these studies were
considered acceptable. At higher tested concentrations no precipitates were found in these
studies. Although for QS-derivation preference is given to studies with the active substance, in
this case studies with formulations were also selected. The fact that the results of these studies
were selected has no influence on the derived QS , but these values are included to show that
these taxa were tested and contribute as such to the use of a lower assessment factor Data for
saltwater aquatic organisms were available but all acute endpoints from relevant studies were
unbound values. There is one relevant chronic study with saltwater organisms.

Table 5. Acute ecotoxicity data of fluopyram for freshwater aquatic organisms

Endpoints L(E)Csp Remark Ref.
[mg/L]

Algae

Navicula pellicuiosa 9.6 endpoint growth rate [5]

Raphidocelis stbcapi- 6.5 geomean value from two studies, endpoint growth rate

fata

Crustacea

Daphnia magna 5565 study with formulation, endpoint based on nominal concentra- [9]
tions, recalculated to active substance, recovery 98 - 108%

Pisces

Oncorhynchus mykiss  71.6 study with formulation, endpoint based on nominal concentra- [10]
tions, recalculated to active substance, no precipitates
ohserved, recovery 86 - 109%

Cyprinus carpio > 84 study with formulation [11]

Lepomis macrochirus > 5.17 [5]

Pimephales promelas > 4.95 [5]

Cyanophyta

Anabaena flos-aquae > 9.69 based on mean measured concentrations [51

Macrophyta

Lemna gibba 3.32 geomean value from two studies (3.8 and 2.9), preferred (51
endpoint growth rate, lowest value based on front numbers

Amphibia

Xenopus laevis >5.0 [12]
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Table 6. Acute ecotoxicity data of fluopyram for saltwater aquatic organisms

Endpoints I {E)Csy Remark Ref.
[mg/L]

Crustacea

Americamysis bahia > 0.51 [5]

Pisces

Cyprinodon variegatus > 0.98 [5]

Mollusca

Crassostrea virginica > (.43 Endpoint growth [5]

Table 7. Chronic ecotoxicity data of fluopyram for freshwater aquatic organisms

Endpoints NOEC/EC,, Remark Ref.
fmg/L]
Algae
Navicula pelficulosa 2.47 NOEC for growth rate, based on mean measured 5]
cancentrations
Raphidocelis subcapitata 1.30 geomean of two values for growth rate, based on mean (5]

measured concentrations

Crustacea

Daphinia magna 1.214 most sensitive endpoint: reproduction, based on TWA [5]
concentrations

Pisces

Pimephales promelas 0.135 length of fry/behavioural effects, TWA concentration (5]

Macrophyta

Lemna gibba 1.84 geomean value from two studies (2.06 and 1.65), preferred [5]
endpoint growth rate based on frond number or frond area

Cyanophyta

Anabaena flos-aquae 9.69 NCEC for growth rate and biomass, based on mean [5]
measured concentrations

Insecta

Chironomus tentans 0.14 endpoint survival and emergence, spiked sediment, result  [5]
based on TWA concentration in overlying water

Chironomus riparius 0.525 endpoint emergence. TWA concentrations, spiked water, (5]

based on measured

Table 8. Chronic ecotoxicity data of fluopyram for saltwater aquatic organisms

Endpoints NOEC/EC,; Remark Ref.
[mg/L]
Crustacea
Leptocheirus plumulosus 1.6 endpoint mortality, based on mean measured {5]
concentrations in overlying water, spiked sediment study
Algae
Skeletonema costatum =113 based on mean measured concentrations 5]

3.2 Derivation of the MAC-EQS

Valid acute toxicity data for freshwater organisms are available for eleven species from six taxa
covering algae, crustaceans and fish. Therefore a complete base set is available. Apart from
data on freshwater organisms data on salt water organisms are also available for three species

10 Versie d.d.21 oktober 2019, bestemd voor: Ctgb
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from three taxa. The MAC-QSy, < is derived from the lowest acute toxicity value available, the
EC50 of 3.32 mg/L for the macrophyte Lemna gibba. An assessment factor of 100 is applied
because the substance is a fungicide and data on this potentially sensitive taxon are not includ-
ed in the dataset. The MAC-QSgy, eco is 3.32 /7 100 = 0.032 mg/L = 32 pg/L.

The MAC-QS,y, o is derived on the basis of the combined freshwater and saltwater dataset. An
additional assessment factor of 10 is applied by default. According to the WFD-guidance, this
factor can be lowered if the saltwater dataset contains data from studies with marine test organ-
isms other than algae, crustaceans and fish, and/or having a life form or feeding strategy differ-
ing from that of algae, crustaceans or fish. There are acute values for Americamysis bahia,
Cyprinodon variegatus and Crassostrea virginica, the latter can be considered as an additional
marine species. However, the assessment factor is not lowered despite of the availability of
toxicity data for an additional marine species since the toxicity values for marine data are all
unbound values and the lowest acute toxicity value for freshwater organisms is higher (factor of
* 8) than the value for Crassostrea virginica, This results in a MAC-QSgy, eco 0f 3.2 pg/L.

3.3 Derivation of the AA-EQS

3.3.1 Ecotoxicity — QSsy, eco and QSgy, eco

NOECs are available for nine freshwater and two saltwater species, representing seven taxa,
covering the base set. The number of taxa is too low to perform statistical extrapotation and only
the assessment factor approach is applied. In this situation, the QSy, o is derived by applying
an assessment factor of 10 to the lowest NOEC. However, because data on fungi are absent, a
higher assessment factor (50) is applied to the lowest NOEC of 0.135 mg/L for the freshwater
fish Pimephales promelas, resulting in @ QS eco 0f 0.135 /50 = 0.0027 mg/l. = 2.7 pgiL.

The QS.y, eco I8 derived on the basis of the combined freshwater and saltwater datasets. There
is one valid endpoint from a study with a saltwater species, but this is not a typical marine spe-
cies according to the WFD-guidance. Therefore an additional assessment factor of 10 is applied
to derive the QSgy ece- This results in a QSgy, eco 0f 0.27 Hg/L.
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4 Conclusion

The MAC-EQS, for fluopyram is 32 pg/L, the MAC-EQS,, is 3.2 pg/L.
The AA-EQSy, for fluopyram is 2.7 ug/L, the AA-EQS,, is 0.27 pg/l.
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6 List of abbreviations

AA-EQS

BCF

BMF

EC,
EQSsp, water

ERL
LCso
MAC-EQS

Marine species

NOEC
NOAEC
NOAEL
NOEAEC

QSwater, i food

S8D
TGD
TWA
WFD

Annual Average — Environmental Quality Standard (In Dutch: JG-MKN,
jaargemiddelde milieukwaliteitsnorm)

Biocencentration Factor

Biomagnification Factor

Concentration at which x% effect is observed

Environmental Quality Standard based on the exposure of birds and
mammals feeding on aquatic organisms

Environmental Risk Limit

Concentration at which 50% mortality is observed

Maximum Acceptable Concentration — Environmntal Quality Standard for
ecosystems (In Dutch: MAC-MKN)

Species that are representative for marine and brackish water environments
and that are tested in water with salinity > 0.5 %e..

No Observed Effect Concentration

No Observed Adverse Effect Concentration

No Ohserved Adverse Effect Level

No Observed Ecosystem Adverse Effect Level

Quality Standard for surface water based on the human consumption opf
fishery products

Species Sensitivity Distribution

Technical Guidance Document

Time Weighted Average

Water Framework Directive (2000/60/EC)
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