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10 Relevance of metabolites in groundwater

10.1 General information

Metabolites AE F160459, AE F160460, AE F147447 and BCS-CV14885 are predicted to occur in
groundwater at concentrations above 0.1 ug/L (see dRR Part B8). Assessment of the relevance of this
these metabolites according to the stepwise procedure of the EC guidance document SANCO0/221/2000 —

rev.10 is therefore required.

General information on the metabolites is provided in Table 10.1-1. The impact of the relevance assess-
ment on whether a particular GAP use leads to acceptable risk or not is presented in the summary of the
CGAP evaluation in chapter 9.2 of the dRR Part B, Section 8 (Environmental fate and behaviour).

Table 10.1-1:

General information on the metabolite(s)

Name of active | Metabolite name and

substance code

Structural/molecular formula

Trigger for relevance assessment

lodosulfuron-
methyl-sodium | AE FO75736

AE F115008

Metsulfuron-methyl

CHj

N7 TSN o o
e g A P et
o N NHNH N P
o~ o
b,

Max PECgy |0.06 pg/L

Pearl 4.4.4 —
Joikoinen scenario
Pelmo 5.5.3 -
Okehampton
scenario

Based on:

AE F145740

Max PECqy |0.004 png/L
Based on: Pelmo 5.5.3,
Hamburg &
Okehampton
scenario

AE F145741

MaX PECgW 0002 },Lg/L

Pearl 4.4.4 —
Joikoinen scenario
Pelmo 5.5.3 — Porto
scenario

Based on:

AE 0000119

Max PECgy |0.002 pg/L

Pearl 4.4.4 —
Hamburg scenario

Based on:

AE F161778

MaX PECgW 0018 Hg/L
Based on: Pelmo 5.5.3,
Okehampton
scenario

BCS-Cw81253

MaX PECgW 0016 Hg/L
Based on: Pelmo 5.5.3,
Okehampton +
Kremsmunster
scenario
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Name of active | Metabolite name and Structural/molecular formula | Trigger for relevance assessment
substance code
AE F059411 HSC%N Max PECqw |0.028 pg/L
N%{%NHQ Based on: | Pelmo 5.5.3,
HyC—O Hamburg scenario
AE 0002166 My Max PECq, |0.007 pg/L
CH;
=
N/\L\N . 03@ Based on: | Pelmo 5.5.3, Porto
| W scenario
H3C\O/LN)\NHJLNH/S\\O ot
Mesosulfuron- | Mesosulfuron 1 Max PECqw |0.048 pg/L
methyl AE F154851 0=y
HN;L oG Based on: |Pelmo 5.5.3,
i \\L ) H\ Okehampton
o O N7 scenario
AL |
\‘l: d?si‘NHJ\NH/ S e
HO” SO
AE F160459 i Max PECyy |0.305 ng/L
O=5—CHy
|
HN;L oS Based on: | Pearl 4.4.4,
S Jokioinen scenario
[lpg ﬁ
T f’fs“NHJ\NH’ N o e
HO o
AE F160460 Oiﬁ . Max PECqw |0.260 pg/L
—3—om
. o Based on:  |Pelmo 5.5.3,
Hamburg scenario
JUGN
C{/S \NHJJ\NHJ\“N e
HOA‘O
AE F099095 . s Max PECgw |<0.001 ng/L
nH— \>
= Based on: Pearl 4.4.4 + Pelmo
NH; 0—CH, 5.5.3 all scenarios
AE F092944 . T Max PECqy |<0.001 pg/L
HzNﬂ"f/ \,
N:< Based on:  |Pearl 4.4.4 + Pelmo
0—CH, 5.5.3 all scenarios
AE F140584 o/ Max PECqy |0.025 pg/L
§O
[e]
CHs /—G_/{ Based on: |Pelmo 5.5.3,
O=f—NH 0—CH, Jokioinen sceario
o
AE F147447 o Max PECqw |0.328 pg/L
HBC\S/NHmH Based on: | Pearl 4.4.4,
AN o Jokioinen scenario
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Name of active | Metabolite name and Structural/molecular formula | Trigger for relevance assessment
substance code
BCS-CV14885 O\‘S/CH3 Max PECyy |0.500 pg/L
o” ‘N 0
N o W Based on:  |Pearl 4.4.4,
/; \‘ /A— NH - - -
V4 \\,_73; NH Y Jokioinen scenario
— b W
HO/%:O
10.2 Relevance assessment of AE F160459

Summary:

The relevance of the groundwater metabolite AE F160459 has already been assessed and the assessment
agreed at EU level (see EFSA Journal 2016; 14(10):4584), and the relevance assessment is applicable as
well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions reached at Step
4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the PECgw calcu-
lated for the GAP and groundwater scenarios considered in this dRR ). Metabolite AE F160459 is not
considered relevant according to the criteria laid down in the EC guidance document SANCO/221/2000 —
rev.10. A summary of the relevance assessment is given in Table 10.2-1 and the corresponding studies are
listed in the corresponding sections.

Table 10.2-1: Summary of the relevance assessment for AE F160459
Assessment step Result of assessment
STEP1 Metabolite of no concern? Yes
5 g g |STEP2 Max PECgyw 0.305 pg/L
B 4= I
5 2 g ‘g’ | Based on Pearl 4.4.4, Jokioinen scenario
= O
288
D o
STEP 3 Stage 1 Biological activity comparable to | No
the parent?
§ Stage 2 Genotoxic properties of metabo- | Non-genotoxic based on the struc-
£ lite tural similarities with mesosulfu-
4 ron-methyl and AE F160460
_‘g Stage 3 Toxic properties of metabolite;
1.
g Classification of parent Not classified as toxic or very
T toxic
Classification of metabolite Not classified as toxic or very
toxic
X STEP 4 Estimated consumer exposure via | Acceptable (<0.75 pg/L)
= drinking water and other sources;
=& threshold of concern approach
T @
=
= [72]
‘g § STEP5 Refined risk assessment N/A
[%2]
2 © Predicted exposure (% of ADI) | N/A
3 ADI based on N/A

* N/A: not applicable
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10.3 Relevance assessment of AE F160460

Summary:

The relevance of the groundwater metabolite AE F160460 has already been assessed and the assessment
agreed at EU level (see EFSA Journal 2016; 14(10):4584), and the relevance assessment is applicable as
well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions reached at Step
4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the PECgw calcu-
lated for the GAP and groundwater scenarios considered in this dRR ). Metabolite AE F160460 is not
considered relevant according to the criteria laid down in the EC guidance document SANCO0/221/2000 —
rev.10. A summary of the relevance assessment is given in Table 10.3-1 and the corresponding studies are
listed in the corresponding sections.

Table 10.3-1: Summary of the relevance assessment for AE F160460
Assessment step Result of assessment
STEP1 Metabolite of no concern? Yes
5 g g |STEP2 Max PECgw 0.260 pg/L
B oy <
= g 2 § g Based on Pelmo 5.5.3, Hamburg scenario
= =]
552
P o8
STEP 3 Stage 1 Biological activity comparable to |No
the parent?
Stage 2 Genotoxic properties of metabo- | Negative Ames test
= lite Negative chromosome aberration
g in vitro
a Negative gene mutation in vitro in
2 mammalian cells
g Unlikely to be genotoxic
1
§ Stage 3 Toxic properties of metabolite;
T Classification of parent Not classified as toxic or very
toxic
Classification of metabolite Not classified as toxic or very
toxic
x STEP 4 Estimated consumer exposure via | Acceptable (<0.75 pg/L)
= drinking water and other sources;
s threshold of concern approach
g2
< [72]
E § STEP5 Refined risk assessment N/A
[%2]
2 © Predicted exposure (% of ADI) | N/A
3 ADI based on N/A
* N/A: not applicable
10.4 Relevance assessment of AE F147447
Summary:

The relevance of the groundwater metabolite AE F147447 has already been assessed and the assessment
agreed at EU level (see EFSA Journal 2016; 14(10):4584), and the relevance assessment is applicable as
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well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions reached at Step
4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the PECgyw calcu-
lated for the GAP and groundwater scenarios considered in this dRR ). Metabolite AE F147447 is not
considered relevant according to the criteria laid down in the EC guidance document SANCO/221/2000 —
rev.10. A summary of the relevance assessment is given in Table 10.3-1 and the corresponding studies are
listed in the corresponding sections.

Table 10.4-1: Summary of the relevance assessment for AE F147447
Assessment step Result of assessment
STEP 1 Metabolite of no concern? Yes
v & & |STEP2 Max PECgw 0.328 pg/L
E52 8
5 = g =5 Based on Pearl 4.4.4, Jokioinen scenario
eS8 3.
D o8
STEP 3 Stage 1 Biological activity comparable to | No
the parent?
Stage 2 Genotoxic properties of metabo- | Negative Ames test
= lite Negative chromosome aberration
§ in vitro
a Negative gene mutation in vitro in
a mammalian cells
S Unlikely to be genotoxic
(-
§ Stage 3 Toxic properties of metabolite;
= Classification of parent Not classified as toxic or very
toxic
Classification of metabolite Not classified as toxic or very
toxic
< STEP 4 Estimated consumer exposure via | Acceptable (<0.75 ug/L)
= drinking water and other sources;
::i- = threshold of concern approach
[
£E
E § STEP5 Refined risk assessment N/A
[72]
3 © Predicted exposure (% of ADI)  |N/A
S ADI based on N/A
* N/A: not applicable
10.5 Relevance assessment of BCS-CV14885
Summary:

The relevance of the groundwater metabolite BCS-CV14885 has already been assessed and the assess-
ment agreed at EU level (see EFSA Journal 2016; 14(10):4584), and the relevance assessment is applica-
ble as well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions reached
at Step 4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the PECgw
calculated for the GAP and groundwater scenarios considered in this dRR ). Metabolite BCS-CV14885 is
not considered relevant according to the criteria laid down in the EC guidance document SAN-
C0/221/2000 —rev.10. A summary of the relevance assessment is given in Table 10.5-1 and the corre-
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sponding studies are listed in the corresponding sections.

Table 10.5-1: Summary of the relevance assessment for BCS-CV14885
Assessment step Result of assessment
STEP 1 Metabolite of no concern? Yes
5 g g |STEP2 Max PECgw 0.500 pg/L
B = <
= 2 S € Based on Pearl 4.4.4, Jokioinen scenario
5.2 3 8
5+ 2 -
P o8
STEP 3 Stage 1 Biological activity comparable to | No
the parent?
Stage 2 Genotoxic properties of metabo- | Negative Ames test
= lite Negative chromosome aberration
g in vitro
a Negative gene mutation in vitro in
2 mammalian cells
g Unlikely to be genotoxic
1
§ Stage 3 Toxic properties of metabolite;
T Classification of parent Not classified as toxic or very
toxic
Classification of metabolite Not classified as toxic or very
toxic
< STEP 4 Estimated consumer exposure via | Acceptable (<0.75 pg/L)
= drinking water and other sources;
% = threshold of concern approach
(5]
2 &
E ¢ |STEPS Refined risk assessment N/A
[%2}
2 © Predicted exposure (% of ADI) | N/A
3 ADI based on N/A
* N/A: not applicable
Comments:

As the metabolites of iodosulfuron methylsodium in soil are not expected to
occur during loading of groundwater at concentrations above 0.1 pg / L for
the intended uses of the product and therefore have no toxicological signifi-
cance, therefore, their evaluation in accordance with the staged procedure
contained in the EC Guideline SANCO /221 /2000 —rev.10 is not required

Because metabolites AE F160459, AE F160460, AE F147447 and BCS-
CV14885 mesosulfuron-methyl are expected to occur during groundwater re-
charging at concentrations above 0.1 pg / L, therefore the significance of these
metabolites has been assessed in accordance with the gradual procedure in the
EC guidelines SANCO /221/2000 - version 10.
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The importance of the AE F160459, AE F160460, AE F147447, BCS-CV14885
groundwater metabolites have already been assessed and accepted at EU level.
The metabolite AE F160459, AE F160460, AE F147447, BCS-CV14885 are
not considered to be toxicologically relevant according to the criteria in EC
Guideline SANCO /221/2000 - version 10.

Since none of the mefenpyr-diethyl metabolites in soil is expected to occur in
the recharge of groundwater at concentrations above 0.1 pg / L for the intend-
ed uses of the product, there is no justification for substantive assessment of
these metabolites according to the gradual procedure contained in the EC
document SANCO / 221/2000 —rev.10
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Appendix 1

Lists of data considered in support of the evaluation

Tables considered not relevant can be deleted as appropriate.

MS to blacken authors of vertebrate studies in the version made available to third parties/public.

List of data submitted by the applicant and relied on

Data
point

Author(s)

Year

Title

Company Report No.

Source (where different from company)
GLP or GEP status

Published or not

Vertebrate
study

Y/N

Owner

List of data submitted or referred to by the applicant and relied on, but already evaluated at EU

peer review
Title
Data Company Report No. Vertebrate
oint Author(s) | Year|Source (where different from company) study Owner
P GLP or GEP status Y/N
Published or not
The following tables are to be completed by MS
List of data submitted by the applicant and not relied on
Title
Data Company Report No. Vertebrate
oint Author(s) | Year |Source (where different from company) study | Owner
P GLP or GEP status Y/N

Published or not
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List of data relied on not submitted by the applicant but necessary for evaluation

Title

Data Company Repor_t No. Vertebrate

point Author(s) | Year |Source (where different from company) study Owner
GLP or GEP status YIN

Published or not




