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10 Relevance of metabolites in groundwater

10.1 General information

The metabolites IN-70942, IN-J0290, ADMP, ane-AMBA and WINBHA are predicted to occur in ground-
water at concentrations below 0.1 pg/L (see dRR Part B, Chapter 8.8). Assessment of the relevance of
these metabolites according to the stepwise procedure of the EC guidance document SANCO/221/2000 —
rev.10 is therefore not required and not include in table 10.1-1.

The metabolites IN-70941, IN-E9260, HMUD, AUSN, UCSN, ASDM; @il MU-466 SRCENVINEBA arc
predicted to occur in groundwater at concentrations above 0.1 pg/L (see dRR Part B, Chapter 8.8). As-
sessment of the relevance of these metabolites according to the stepwise procedure of the EC guidance
document SANCO/221/2000 —rev.10 is therefore required.

General information on the metabolites are 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 8.8 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 | Structural/molecular for- Trigger for relevance assessment
substance code mula
Rimsulfuron IN-70941 _ | SOEt  Gue Max PECgyw 0.4480-600 ng/L
N=
SN N—( p Based on: Hamburg PEARL
HN N scenario
0 OMe
IN-E9260 H’ SO,Et Max PECgw 0.4080-539 ng/L
! [I: Based on: Thiva PEARL
_— - NHE .
N™ S, scenario
o O
Nicosulfuron HMUD fHa Max PECgw 0.9901:319 ug/L
O\ /N\
3 0O CH4
J/ W NH_NH N\\\ 0 .
NS “/ ]/ Based on: Hambl_Jrg PEARL
\ 0 0 N~ scenario
\&‘N
“cn, Max PECqw  |<0.1 pg/L
Based on: 3 years monitoring
study
AUSN " HaC, Max PECgw 1.5262:615 pg/L
. N—CH;
HN—L 0 0= Based on: Hamburg PEARL
£
N C\)\/:\ scenario
NH—S—\\ /
6 N
Max PECgw 0.657 pg/L
Based on: 3 years monitoring
study
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Name of active | Metabolite name and | Structural/molecular for- Trigger for relevance assessment
substance code mula
UCSN o ”3C\N - Max PECgw 1.2981.717 pg/L
VA
NS e Based on: Thiva PEARL
NH—4/ ): .
e scenario
I\
Max PECqw 0.657 pug/L
Based on: 3 years monitoring
study
ASDM NH, Max PECgw 0.9861%3%% pg/L
0=S=0 0
oh Based on: Hamburg PEARL
N| SN x,hlrf 3 scenario
L\/ CHs Max PECgw 0.477 pg/L
Based on: 3 years monitoring
study
MU-466 ch\ Max PECgw 0.1308:373 ng/L
NH
o / Based on: Thiva PEARL
scenario
e
S
HN—S—(
6 7
Mesotrione MNBA O‘_‘_\ OH 0 MaxPECyw 0-1020-134ue/E
MM Based-on: HamburgPELMO
NP '
0=5=0
&,
10.2 Relevance assessment of IN-70941
Summary:

The relevance of the groundwater metabolite IN-70941 has already been assessed and the assessment
agreed at EU level (see DAR 2003 and EFSA Journal 2005; 45, 1-61), 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
PECqyw calculated for the GAP and groundwater scenarios considered in this dRR ). IN-70941 is not con-
sidered 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.
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Table 10.2-1: Summary of the relevance assessment for IN-70941
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
S 3 = STEP 2 Max PECgw 0.4480:600 pg/L
S8
5 S5E
ses Based on Hamburg PEARL scenario
S5 o5
O%s o
STEP 3 Stage 1 Biological activity comparable to | No
- the parent?
S
£ Stage 2 Genotoxic properties of metabo- | Non genotoxic
8 lite
&
z Stage 3 Toxic properties of metabolite; | [
1
§ Classification of parent -
I
Classification of metabolite Not available
x STEP 4 Estimated consumer exposure via | Acceptable (< 0.75 pg/L)
‘= drinking water and other sources;
=& threshold of concern approach
T o
£5
E ¢ |STEP5 Refined risk assessment -
[%2]
2 © Predicted exposure (% of ADI) |-
3 ADI based on -
10.2.1 STEP 1: Exclusion of degradation products of no concern

IN-70941 does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.
10.2.2 STEP 2: Quantification of potential groundwater contamination

PECqyw calculations after leaching from soil for IN-70941 were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of IN-70941 were considered to exceed 0.1 pg/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.2.3 STEP 3: Hazard assessment — identification of relevant metabolites

Considered as non-relevant according to EFSA Journal 2005; 45, 1-61.

10.2.3.1 STEP 3, Stage 1: screening for biological activity

10.2.3.2 STEP 3, Stage 2: screening for genotoxicity
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ALD Approximate Lethal Dose

10.2.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to IN-70941 is < 0.75 ug/L. Therefore, the assessment in Step 5 is not required.

10.2.5 STEP 5: Refined risk assessment

Not required.

10.3 Relevance assessment of IN-E9260

Summary:

The relevance of the groundwater metabolite IN-E9260 has already been assessed and the assessment
agreed at EU level (see DAR and EFSA Journal 2005; 45, 1-61), 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). IN-E9260 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.

Table 10.3-1: Summary of the relevance assessment for IN-E9260
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
s = STEP 2 Max PECgw 0.4080:539 pg/L
.; (G .;
83 ¢
Y— C ‘=
s S E - 3
So8 Based on Thiva PEARL scenario
S oS
O% 8
STEP 3 Stage 1 Biological activity comparable to | No
§ the parent?
% Stage 2 Genotoxic properties of metabo- | Non Genotoxic
& lite
©
T Stage 3 Toxic properties of metabolite None
©
% Classification of parent None
Classification of metabolite Not available
< STEP 4 Estimated consumer exposure via | Acceptable (< 0.75 pg/L)
= drinking water and other sources;
% = threshold of concern approach
[5)
£E
E § STEP5 Refined risk assessment -
[72]
3 © Predicted exposure (% of ADI) |-
S ADI based on -
10.3.1 STEP 1: Exclusion of degradation products of no concern

IN-E9260 does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.
10.3.2 STEP 2: Quantification of potential groundwater contamination

PECqyw calculations after leaching from soil for IN-E9260 were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of IN-E9260 were considered to exceed 0.1 pg/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.3.3 STEP 3: Hazard assessment — identification of relevant metabolites

Considered as non-relevant according to EFSA Journal 2005; 45, 1-61.

10.3.3.1 STEP 3, Stage 1: screening for biological activity

10.3.3.2 STEP 3, Stage 2: screening for genotoxicity

| 11
4
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10.3.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to IN-E9260 is < 0.75 ug/L. Therefore, the assessment in Step 5 is not required.

10.3.5 STEP 5: Refined risk assessment

Not required.

10.4 Relevance assessment of HMUD

Summary:

The relevance of the groundwater metabolite HMUD has already been assessed and the assessment
agreed at EU level (see EFSA Scientific Report (2007) 120, 1-91), and the relevance assessment is appli-
cable 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 ). HMUD 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.

Table 10.4-1: Summary of the relevance assessment for HMUD
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
“g - STEP 2 Max PECgw 0.9904-319 pg/L
c 35
2S¢ <0.1 pg/L
£t
238 Based on Hamburg PEARL scenario
$53 o
o 3 years monitoring study
STEP 3 Stage 1 Biological activity comparable to | Not available
§ the parent?
% Stage 2 Genotoxic properties of metabo- | Not genotoxic in vitro
& lite
@
(EU Stage 3 Toxic properties of metabolite; Not toxicologically relevant.
% Classification of parent None
Classification of metabolite Not available
5 STEP 4 Estimated consumer exposure via |No acceptable (> 0.75 pg/L)
< drinking water and other sources;
X
2 threshold of concern approach
SE
S & |STEPS Refined risk assessment Acceptable
Z »n
E 8 Predicted exposure (% of ADI)  |0.0080.01 %
2 ADI based on Parent (2 mg/kg bw/d)
S
10.4.1 STEP 1: Exclusion of degradation products of no concern

HMUD does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.

10.4.2 STEP 2: Quantification of potential groundwater contamination

PECqyw calculations after leaching from soil for HMUD were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of HMUD were considered to exceed 0.1 pg/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.4.3 STEP 3: Hazard assessment — identification of relevant metabolites
104.3.1 STEP 3, Stage 1: screening for biological activity
Not available.

10.4.3.2 STEP 3, Stage 2: screening for genotoxicity

HMUD was screened for genotoxic activity
by the following data package of in vitro genotoxicity studies: Ames test, gene mutation test with mam-
malian cells, and a chromosome aberration test. HMUD was non-genotoxic as shown by a negative Ames
test, negative gene mutation test with mammalian cells, negative chromosome aberration test.

10.4.3.3 STEP 3, Stage 3: screening for toxicity

According to the EFSA Scientific Report (2007) 120, 1-91, this metabolite was not toxicologically rele-
vant.

10.4.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to HMUD is > 0.75 ug/L but < 10 pg/L. A further assessment in Step 5 is re-
quired.

10.45 STEP 5: Refined risk assessment

HMUD has a PECgyw between 0.75 ug/L and 10 pug/L but for which the threshold of concern approach in
Step 4 is not acceptable. A refined assessment of the potential toxicological significance including the
selected ADI is presented here.

The consumer risk assessment demonstrates an acceptable risk. The estimated safety margin including
potential exposure via other routes besides drinking water for HMUD are 0.0086-848-% of ADI (infant),
0.0056-867 % of ADI (child), 0.002 % of ADI (adult).

The ADI for HMUD s based on the parent ADI of 2 mg/kg bw/day. |
according to EFSA Scientific Report (2007) 120, 1-91)]

Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 L/day), for 10-kg child (consum-
ing 1.0 L/day), for 60-kg adult (consuming 2.0 L/day):

Max PECgw | Weight | Exposure TMDI ADI % ADI
(ng/L) (kg) (L/day) | (pg/kgbw/day) | (ng/kg bw/day)
Bottle fed infant 5 0.75 0.15 2000 0.008
Child 0.990 10 1 0.10 2000 0.005
Adult 60 2 0.03 2000 0.002
MaxPECgw | Weight | Expesure MBI AD} %-AD}
e/l kg) | (Lday) | (pe/kebwiday) | (ue/ksbwiday)
Bottle fed-infant 1319 5 0.75 0.20 2000 0.010
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Child 10 1 013 2000 0.007
Adult 60 2 0:04 2000 0.002
10.5 Relevance assessment of AUSN

Summary:

The relevance of the groundwater metabolite AUSN has already been assessed and the assessment agreed
at EU level (see EFSA Scientific Report (2007) 120, 1-91), 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 PECgyw calcu-
lated for the GAP and groundwater scenarios considered in this dRR). AUSN 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.

Table 10.5-1: Summary of the relevance assessment for AUSN
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
“g - STEP 2 Max PECgw 1.5262:015 pg/L
c 35
2S¢ 0.657 pg/L
2%
= % 8 Based on Hamburg PEARL scenario
$53 o
o 3 years monitoring study
STEP 3 Stage 1 Biological activity comparable to | Not available
§ the parent?
% Stage 2 Genotoxic properties of metabo- | Not genotoxic in vitro
& lite
©
T Stage 3 Toxic properties of metabolite; Not toxicologically relevant.
©
% Classification of parent None
Classification of metabolite Not available
STEP 4 Estimated consumer exposure via |No acceptable (> 0.75 pg/L)

drinking water and other sources;
threshold of concern approach

STEP5 Refined risk assessment Acceptable
Predicted exposure (% of ADI) 0.0120:015 %
ADI based on Parent (2 mg/kg bw/d)

Consumer health risk assess-
ment

10.5.1 STEP 1: Exclusion of degradation products of no concern

AUSN does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.

10.5.2 STEP 2: Quantification of potential groundwater contamination

PECgyw calculations after leaching from soil for AUSN were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of AUSN were considered to exceed 0.1 pg/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.5.3 STEP 3: Hazard assessment — identification of relevant metabolites
10.5.3.1 STEP 3, Stage 1: screening for biological activity
Not available.

10.5.3.2 STEP 3, Stage 2: screening for genotoxicity

N . U SN was screened for genotoxic activity by

the following data package of in vitro genotoxicity studies: Ames test, gene mutation test with mammali-
an cells, and a chromosome aberration test. AUSN was non-genotoxic as shown by a negative Ames test,
negative gene mutation test with mammalian cells, negative chromosome aberration test.

10.5.3.3 STEP 3, Stage 3: screening for toxicity

According to the EFSA Scientific Report (2007) 120, 1-91, this metabolite was not toxicologically rele-
vant, the oral LDsp in rat is higher than 2000 mg/kg bw.

10.5.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to AUSN is > 0.75 pg/L but <10 ug/L. A further assessment in Step 5 is required.

10.55 STEP 5: Refined risk assessment

AUSN has a PECgw between 0.75 pg/L and 10 ug/L but for which the threshold of concern approach in
Step 4 is not acceptable. A refined assessment of the potential toxicological significance including the
selected ADI is presented here.

The consumer risk assessment demonstrates an acceptable risk. The estimated safety margin including
potential exposure via other routes besides drinking water for AUSN are 0.0126-615 % of ADI (infant),
0.0086-610 % of ADI (child), 0.0036:004 % of ADI (adult).

The ADI for AUSN is based on the parent ADI of 2 mg/kg bw/day. day [ R
according to EFSA Scientific Report (2007) 120, 1-91)]

Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 L/day), for 10-kg child (consum-
ing 1.0 L/day), for 60-kg adult (consuming 2.0 L/day):

Max PECgw | Weight | Exposure TMDI ADI % ADI
(ng/L) (kg) (L/day) | (ng/kgbw/day) | (ug/kg bw/day)
Bottle fed infant 5 0.75 0.23 2000 0.012
Child 1.562 10 1 0.16 2000 0.008
Adult 60 2 0.05 2000 0.003
MaxPECgw | Weight | Expesure MBI AD} %-AD}
e ke (Liday) | (ueikebwiday) | (nefkebw/day)
Bottle fed-infant 2015 5 8+5 630 2000 0015
Child ' 10 1 620 2000 0010
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| Adult | | 80 | 2 | 007 | 2000 | 0004 |

10.6 Relevance assessment of UCSN

Summary:

The relevance of the groundwater metabolite UCSN has already been assessed and the assessment agreed
at EU level (see EFSA Scientific Report (2007) 120, 1-91), 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 PECgyw calcu-
lated for the GAP and groundwater scenarios considered in this dRR ). UCSN 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.

Table 10.6-1: Summary of the relevance assessment for UCSN
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
“g - STEP 2 Max PECgw 1.2984-747 pg/L
c 35
2S¢ 0.111 pg/L
LT é
E5s Based on Thiva PEARL scenario
g 2¢c
S o8 L
o 3 years monitoring study
STEP 3 Stage 1 Biological activity comparable to | Not available
§ the parent?
% Stage 2 Genotoxic properties of metabo- | Not genotoxic in vitro
& lite
©
T Stage 3 Toxic properties of metabolite; Not toxicologically relevant.
©
% Classification of parent None
Classification of metabolite Not available
STEP 4 Estimated consumer exposure via | No acceptable (> 0.75 pg/L)

drinking water and other sources;
threshold of concern approach

STEP5 Refined risk assessment Acceptable
Predicted exposure (% of ADI) 0.013 %
ADI based on Parent (2 mg/kg bw/d)

Consumer health risk assess-
ment

10.6.1 STEP 1: Exclusion of degradation products of no concern

UCSN does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.

10.6.2 STEP 2: Quantification of potential groundwater contamination

PECqyw calculations after leaching from soil for UCSN were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of UCSN were considered to exceed 0.1 ug/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.6.3 STEP 3: Hazard assessment — identification of relevant metabolites
10.6.3.1 STEP 3, Stage 1: screening for biological activity
Not available.

10.6.3.2 STEP 3, Stage 2: screening for genotoxicity

UV C SN was screened for genotoxic activity by the

following data package of in vitro genotoxicity studies: Ames test, gene mutation test with mammalian
cells, and a chromosome aberration test. UCSN was non-genotoxic as shown by a negative Ames test,
negative gene mutation test with mammalian cells, negative chromosome aberration test.

10.6.3.3 STEP 3, Stage 3: screening for toxicity

According to the EFSA Scientific Report (2007) 120, 1-91, this metabolite was not toxicologically rele-
vant, the oral LDsp in rat is higher than 2000 mg/kg bw.

10.6.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to UCSN is > 0.75 pg/L but <10 pg/L. A further assessment in Step 5 is required.

10.6.5 STEP 5: Refined risk assessment

UCSN has a PECyy between 0.75 ug/L and 10 ug/L but for which the threshold of concern approach in
Step 4 is not acceptable. A refined assessment of the potential toxicological significance including the
selected ADI is presented here.

The consumer risk assessment demonstrates an acceptable risk. The estimated safety margin including
potential exposure via other routes besides drinking water for UCSN are 0.0108:843 % of ADI (infant),
0.0076-609 % of ADI (child), 0.0026:003 % of ADI (adult).

The ADI for UCSN is based on the parent ADI of 2 mg/kg bw/day. day [ R
according to EFSA Scientific Report (2007) 120, 1-91)]

Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 L/day), for 10-kg child (consum-
ing 1.0 L/day), for 60-kg adult (consuming 2.0 L/day):

Max PECgw | Weight | Exposure TMDI ADI % ADI
(ng/L) (kg) (L/day) | (ng/kgbw/day) | (ug/kg bw/day)
Bottle fed infant 5 0.75 0.19 2000 0.010
Child 1.298 10 1 0.13 2000 0.007
Adult 60 2 0.04 2000 0.002
MaxPECgw | Weight | Expesure MBI AD} %-AD}
ey ke (Liday) | (ueikebwiday) | (nefkebw/day)
Bottle fed-infant 1717 5 8+5 026 2000 0043
Child ' 10 1 01+ 2000 0009
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10.7 Relevance assessment of ASDM

Summary:

The relevance of the groundwater metabolite ASDM has already been assessed and the assessment agreed
at EU level (see EFSA Scientific Report (2007) 120, 1-91), 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 PECgyw calcu-
lated for the GAP and groundwater scenarios considered in this dRR ). ASDM 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.

Table 10.7-1: Summary of the relevance assessment for ASDM
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
“g - STEP 2 Max PECgw 0.9861-31% ng/L
c 35
28 0.477 pg/L
g2
= % 8 Based on Hamburg PEARL scenario
$53 o
o 3 years monitoring study
STEP 3 Stage 1 Biological activity comparable to | Not available
§ the parent?
% Stage 2 Genotoxic properties of metabo- | Not genotoxic in vitro
2 lite
©
(EU Stage 3 Toxic properties of metabolite; Not toxicologically relevant.
% Classification of parent None
Classification of metabolite Not available
STEP 4 Estimated consumer exposure via |No acceptable (> 0.75 pg/L)

drinking water and other sources;
threshold of concern approach

STEP5 Refined risk assessment Acceptable
Predicted exposure (% of ADI) 0.0080-010 %
ADI based on Parent (2 mg/kg bw/d)

Consumer health risk assess-
ment

10.7.1 STEP 1: Exclusion of degradation products of no concern

ASDM does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.

10.7.2 STEP 2: Quantification of potential groundwater contamination

PECgyw calculations after leaching from soil for ASDM were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of ASDM were considered to exceed 0.1 pg/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.7.3 STEP 3: Hazard assessment — identification of relevant metabolites

10.7.3.1 STEP 3, Stage 1: screening for biological activity

10.7.3.2 STEP 3, Stage 2: screening for genotoxicity

ASDM was screened for genotoxic activity by the following data package of in vitro genotoxicity studies: Ames
test, [VIGUSEAMICIONUGIENS, gene mutation test with mammalian cells, and a chromosome aberration test. ASDM was
non-genotoxic as shown by a negative Ames test, negative gene mutation test with mammalian cells, negative
chromosome aberration test.

10.7.3.3 STEP 3, Stage 3: screening for toxicity

According to the EFSA Scientific Report (2007) 120, 1-91, this metabolite was not toxicologically rele-
vant, the oral LDsy in rat is higher than 2000 mg/kg bw, the oral LDso in mouse is higher than 5000 mg/kg
bw, the dermal LDso in rat is higher than 2000 mg/kg bw/day. This metabolite is non-irritating to skin,
slight eye irritant and skin sensitizer.
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10.7.4 STEP 4: Exposure assessment — threshold of concern approach

The potential exposure to ASDM is > 0.75 pg/L but <10 pg/L. A further assessment in Step 5 is required.

10.7.5 STEP 5: Refined risk assessment

ASDM has a PECyw between 0.75 pug/L and 10 pg/L but for which the threshold of concern approach in
Step 4 is not acceptable. A refined assessment of the potential toxicological significance including the
selected ADI is presented here.

The consumer risk assessment demonstrates an acceptable risk. The estimated safety margin including
potential exposure via other routes besides drinking water for ASDM are 0.0086:040 % of ADI (infant),
0.0050-067 % of ADI (child), 0.002 % of ADI (adult).

The ADI for ASDM is based on the parent ADI of 2 mg/kg bw/day. [
cording to EFSA Scientific Report (2007) 120, 1-91)]

Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 L/day), for 10-kg child (consum-
ing 1.0 L/day), for 60-kg adult (consuming 2.0 L/day):

Max PECgw | Weight | Exposure TMDI ADI % ADI
(ng/L) (kg) (L/day) | (pg/kgbw/day) | (ng/kg bw/day)
Bottle fed infant 5 0.75 0.15 2000 0.008
Child 0.986 10 i] 0.10 2000 0.005
Adult 60 2 0.03 2000 0.002
MaxPECgw | Weight | Exposure TMDBY AD} %-AD}
tugi) tkey (Hday) | (uegikegbw/day) | (uetkgbwiday)
Bottle fed-infant 5 075 020 2000 0010
Child 1311 10 1 013 2000 0.007
Adult 60 2 0.04 2000 0.002
10.8 Relevance assessment of MU-466
Summary:

The relevance of the groundwater metabolite MU-466 has already been assessed and the assessment
agreed at EU level (see EFSA Scientific Report (2007) 120, 1-91), and the relevance assessment is appli-
cable 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). MU-466 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
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Table 10.2-1 and the corresponding studies are listed in the corresponding sections.

Table 10.8-1: Summary of the relevance assessment for MU-466
Assessment step Result of assessment
STEP 1 Metabolite of no concern? No
s = STEP 2 Max PECgyw 0.1300-373ug/L
.; (G .;
838
Y— C ‘=
s S € - -
Sos8 Based on Thiva PEARL scenario
S oS
O% 8
STEP 3 Stage 1 Biological activity comparable to | Not available
§ the parent?
% Stage 2 Genotoxic properties of metabo- | Not genotoxic in vitro
& lite
©
T Stage 3 Toxic properties of metabolite; Not toxicologically relevant.
©
% Classification of parent None
Classification of metabolite Not available
< STEP 4 Estimated consumer exposure via | Acceptable (< 0.75 pg/L)
= drinking water and other sources;
% = threshold of concern approach
[
£E
E § STEP5 Refined risk assessment Not required
[%2]
§ © Predicted exposure (% of ADI) Not required
$) ADI based on Not required
10.8.1 STEP 1: Exclusion of degradation products of no concern

MU-466 does not meet the criteria for products of no concern as defined in step 1 of the guidance and
therefore needs further assessment.
10.8.2 STEP 2: Quantification of potential groundwater contamination

PECqyw calculations after leaching from soil for MU-466 were performed (see Part B, Section 8, chapter
8.8). The uses for which concentrations of MU-466 were considered to exceed 0.1 pg/L are listed in
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Table 10.2-1. Details are given in Part B, Section 8, chapter 8.8.

10.8.3 STEP 3: Hazard assessment — identification of relevant metabolites
10.8.3.1 STEP 3, Stage 1: screening for biological activity
Not available.

10.8.3.2 STEP 3, Stage 2: screening for genotoxicity

According to the EFSA Scientific Report (2007) 120, 1-91, this metabolite was not genotoxic in vitro.

10.8.3.3 STEP 3, Stage 3: screening for toxicity

According to the EFSA Scientific Report (2007) 120, 1-91, this metabolite was not toxicologically rele-
vant.

10.8.4 STEP 4: Exposure assessment — threshold of concern approach

MU-466 was not considered relevant in the hazard assessment of Step 3

The PECyy for MU-466 was < 0.75 pug/L. There is no consumer exposure via other routes. MU-466 is not
considered to exceed the toxicological threshold of concern as defined in EC guidance document SAN-
C0O/221/2000 — rev. 10.

10.8.5 STEP 5: Refined risk assessment

Not relevant.
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Fable-16.2-1-a
Assessment-step Resultof assessment
STEP-L Metabolite-of-no-concern? Ne
STER2 MaxPEC. 61020 134peit
<01 pe/l
Based-on Hamborg RELMO-seenarto;
i .
worst-case-endpeints
the-parent?
Stage-2 Genotoxicproperties-of- metabe- | Net-genotoxic-in-vitro
lite
Stage-3 Toxicpropertiesof-metabolite; | Nottoxicologicallyrelevant:
~lassificati .
~lassificati ‘ boli labl
STEP4 Estimated-consumer-exposure-via | Aceeptable(<0-75pe/l)
drinking-water-and-other-sourees;
thresheld-of-concern-approach
SFERS5 Refined-risk-assessment Netreguired
Predicted-exposure{Y%-0EADH Neotreguired
ADBl-based-on Notreguired
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Table 10.2-1. Details are given-in Part B, Section 8, chapter 8.8.

10.0.2 STEPa: H I identificati £ rol boli

Notrelevant:

Expert comment:

Mesotrione
According to the criteria regarding ecotoxicological effects laid out in Guidance Document on Relevant
Metabolites (SANCO/221/200-Rev.2 of October 1999) MNBA and AMBA are not relevant metabolites
(DAR, UK Addendum, Revision 2, September 2001).

In brief, MNBA and AMBA are classified as non-relevant metabolites in view of their lack in pesticidal
activity, genotoxicity, and other toxicological properties. Consequently, the metabolites MNBA and AM-
BA are considered to be non-relevant metabolites in groundwater.

A study in male rats showed that MNBA was metabolised in the gut to AMBA
The metabolites MNBA and AMBA were considered to be not genotoxic. (Ames test, in vivo

UDS test, chromosomal aberration, Micronucleus test) and have low acute and subchronic tox-
icity however this metabolite MNBA was identified as a potential skin sensitiser
Based on the classification of the parent active substance mesotrione and based on the available toxico-
logical data on MNBA and AMBA, both metabolites MNBA and AMBA are considered to be non-
relevant metabolites in ground water.

Nicosulfurone
According to the SANCO report for nicosulfuron (SANCO/3780/07-rev.1 22 January 2008) and
EFSA Scientific Report (2007) 120, 1-91, entitled: Conclusion on the peer review of nicosulfu-
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ron as well as DAR nicosulfuron, June 2006, RMS: UK), ASDM was found to be of low acute
oral toxicity in the rat ad mouse, was not a skin or eye irritant but was found to be skin sesitiser
in a maximisation study. No clearly treatment-related effects were seen in 28-d and 90d studies
in rat at dose levels of up to 1000mg/kg bw/d. Minimal effects on red blood cell parameters in
males in the 90d study are not considered to be adverse. No evidence of genotoxicity was seen in
an appriopriate battery test in vitro and in vivo. No evidence of an effect on reproduction was
seen in one-generation study in rat at dose levels of up to 1000mg/kg bw/d. No evidence of ma-
ternal toxicity was seen in rat developmental study at dose levels of up to 1000mg/kg bw/d, some
evidence of delayed foeatal developmental was seen at this does levels.

ADMP was found to be of moderate acute oral toxicity in the rat and was not mutagenic in the
Ames test. AUSN, UCSN, and MU-466 were found to be of low acute oral toxicity in the rat; no
evidence of genoxoticity was seen in vitro. Lysimeter product was found to be of low acute oral
toxicity in the rat and was not mutagenic in an Ames test.

Nicosulfuron has been found to be of low toxicity and was not classified as toxic, and has no
classification for the reproductive toxicity or carcinogenicity

AUSN and UCSN were found to be of low acute oral toxicity; ASDM was found to be of low
acute sub-acute and sub-chronic toxicity and was not found to be a reproductive or developmen-
tal toxin.

Rimsulfuron

According to the SANCO report for rimsulfuron (SANCO/10528/05-rev.2 final 27 January
2006) and EFSA Scientific Report (2005) 45, 1-61, Conclusion on the peer review of rimsulfu-
ron, suplementary studies were conducted with two major matebolites: IN-70941 and IN-E9260.
Both were found in plants, soil, and sediments. The acute oral toxicity of IN-E9260 and IN-
70941in rats was greater than 5000mg/kg. In a ten dose oral study in male rats a reversible hepa-
tocellural hypertrophy was observed in the only dose group of 2200mg/kg bw/d. The NOAEL of
a 4-week oral study in male and female rats with IN-E9260 was <50mg/kg bw/d. Increased liver
weight was observed | male rats at 50mg/kg bw/d and reduced food consumption, body weight
gain, food efficiency, increased incidences of polyuria and forestomach lesions and increased
liver and kidney weights were observed at 150mg/kg bw/d. compared with the results of the sub-
chronic (90d study with rimsulfuron the toxicity of the metabolite IN-E9260 in the short term
study is not lower than the toxicity of the parent substance rimsulfuron. The effect on the liver is
even stronger in the study with IN-E-9260.

No skin irritating was observed in a study with IN-E9260 after application of 0.5g to the shaved
skin. The dermal LD50 was greater than 2000mg/kg bot both male and female rates. In a study
on eye irritation very slights irititis, conjunctival redness and chemosis was observed in rabbit
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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

Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
List of data submitted or referred to by the applicant and relied on, but already evaluated at EU peer review
Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N

Published or not

The following tables are to be completed by MS
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List of data submitted by the applicant and not relied on

Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
List of data relied on not submitted by the applicant but necessary for evaluation
Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N

Published or not
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Appendix 2  Additional information

IComments of ZRMS: [Comment on statement; acceptable or not.

No additional information available.



