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9 Ecotoxicology (KCP 10)

Review Comments:

This document describes the acceptable use conditions required for registration of A18385B, a water
dispersible granule formulation (WG) containing 100 g/kg of nicosulfuron, 40 g/kg of prosulfuron and
400 g/kg of dicamba, for use as a herbicide for controls weeds in maize.

This Part B document only reviews data and additional information that has not previously been
considered within the EU review process.

Since this document is based on the information provided by the applicant, all review comments,
additions and corrections have been made using commenting boxes or highlighted in grey. Any incorrect
data or text not evaluated by the zZRMS has been crossed out.

All changes in the report made by the applicant at the request of zZRMS are marked in -
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9.1 Critical GAP and overall conclusions
Table 9.1-1: Table of critical GAPs
1 2 3 4 5 s | 7 | 8 9 10 nu | 12 | 18| 1 | 16 15|16 | 17] 18] 19| 20 | 21
Use | Member | Crop and/or |F, |Pestsor Group of Application Application rate PHI | Remarks: Conclusion
- state(s) situation Fn, | pests controlled . B (days | e.g. g safener/
No. (crop Fp | (additionally: Method | Timing/ | Max. Min. kg g prosulfuron/ | g g Water | ) synergist per
* destination/ |n | developmental /Kind | Growth | number interval | A1385B/ | ha nicosulf | dicamba | L/ha ha
purpose of |G, |stages of the pest or stage;f g)) per use , betvl\{eert1_ ha uron/ |/ min/ma
cro Gn, | pest grou crop per crop/ | applicatio ha ha X
) G pest group) season | season ns (days) | max.rate |a) max. rate
p per appl. per appl.
n
or b) max. b) max. total | ) Max. | ) max. 2
[ total rate per | rate per rate per | rate per = S
crop/season | crop/season | @PPl- | appl. £ 2 £
b) max. |b) max. = clE2lE
total total 2|2 2| 2| g
rate per | rate per gl o 235 2
crop/sea | crop/sea Sl E[8|g|lZ|2|2
son [ son HEEHEIEE:
Zonal uses (field or outdoor uses, certain types of protected crops)
tank-mixed
Annual/ perennial . oil-based
. Foliar | BBCH (1 appl. a) 0.4 200- adjuvant
1 PL Maize F brozcriléegées :;/geds spray 12-18 every N/A b) 0.4 16 40 160 200 needed (e.g
3rd year) Adlgor@ 1.0-
1.5L/ha)
tank-mixed
Annual/ perennial L oil-based
1 PL Maize F | broad leave weeds Foliar ?EEH (1 appl. N/A g) 0.5 20 50 200 300— adjlévznt
and grasses spray -18 every ) 0.5 00 neede (e.g
3rd year) Adigor@ 1.0-
1.5L/ha)

* Use number(s) in accordance with the list of all intended GAPs in Part B, Section 0 should be given in column 1

**

and non-professional greenhouse use, I: indoor application

Explanation for column 15 — 21 “Conclusion”

A | Acceptable,

Safe use

R | Further refinement and/or risk mitigation measures required

To be confirmed by cMS

C
N ]

No safe use

VV-876674
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Remarks
table:
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o)
(2
®

*

®)

(6)

Numeration necessary to allow references

Use official codes/nomenclatures of EU

For crops, the EU and Codex classifications (both) should be used; where relevant, the use
situation should be described (e.g. fumigation of a structure)

F: professional field use, Fn: non-professional field use, Fpn: professional and non-
professional field use, G: professional greenhouse use, Gn: non-professional greenhouse
use, Gpn: professional and non-professional greenhouse use, I: indoor application
Scientific names and EPPO-Codes of target pests/diseases/ weeds or when relevant the
common names of the pest groups (e.g. biting and sucking insects, soil born insects, foliar
fungi, weeds) and the developmental stages of the pests and pest groups at the moment of
application must be named

Method, e.g. high volume spraying, low volume spraying, spreading, dusting, drench

Kind, e.g. overall, broadcast, aerial spraying, row, individual plant, between the plants - type
of equipment used must be indicated

Q]

(®
(9)
(10)
(1)
(12)

(13)
(14)

Growth stage at first and last treatment (BBCH Monograph, Growth Stages of Plants, 1997,
Blackwell, ISBN 3-8263-3152-4), including where relevant, information on season at time of
application

The maximum number of application possible under practical conditions of use must be provided
Minimum interval (in days) between applications of the same product.

For specific uses other specifications might be possible, e.g.: g/m* in case of fumigation of empty
rooms. See also EPPO-Guideline PP 1/239 Dose expression for plant protection products

The dimension (g, kg) must be clearly specified. (Maximum) dose of a.s. per treatment (usually g,
kg or L product / ha).

If water volume range depends on application equipments (e.g. ULVA or LVA) it should be
mentioned under “application: method/kind”.

PHI - minimum pre-harvest interval

Remarks may include: Extent of use/economic importance/restrictions
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9.1.1 Overall conclusions

9.1.1.1 Effects on birds (KCP 10.1.1), Effects on terrestrial vertebrates other than

birds (KCP 10.1.2), Effects on other terrestrial vertebrate wildlife (reptiles and
amphibians) (KCP 10.1.3)

The TER values, calculated for recommended scenarios, all exceed the trigger values of 10 for acute risk
and 5 for long-term risk (including drinking water and secondary poisoning) at either Screening step or Tier
1, indicating that the risk to birds and mammals is acceptable following use of A18385B according to the
proposed use pattern.

9.1.1.2 Effects on aquatic organisms (KCP 10.2)

The PEC/RAC ratios, using worst-case PECsw values for A18385B, are less than the trigger value of 1, for
all aquatic organisms, with the exception of aquatic plants exposed to prosulfuron, nicosulfuron and
A18385B. A refined risk assessment is conducted for aquatic plants exposed to prosulfuron, nicosulfuron
and A18385B taking into account appropriate mitigation measures.

Safe use for for all FOCUS scenarios
is indicated taking into account FOCUS Step 3 values based on field DTsy without further

mitigation.
In addition, FOCUS Step 4 PEC/RAC ratios were calculated based on FOCUS Step 4 PECsw considering
reduced exposure of surface water bodies as an additional refinement option.

The PEC/RAC ratios are <1 for nicosulfuron when based on FOCUS Step 4 PECsw considering reduced
exposure of surface water bodies as an additional refinement option.

Additionally, the mixture toxicity assessment was conducted.

Overall, the risk to aquatic plants is acceptable following the proposed use pattern of 400 or 500 g
A18385B/ha implementing drift and run-off mitigation.

To protect aquatic organisms respect an unsprayed, vegetated buffer zone of 20m to surface water bodies.

Additional, the mixture toxicity assessment, performed by the Applicant was accepted. Thus, for Poland an
unsprayed, vegetated buffer zone of 5 m to surface water bodies is sufficient to conclude safe use of
A18385B in maize.
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9.1.1.3 Effects on bees (KCP 10.3.1)

The risk of A18385B to honey-bees was assessed from hazard quotients between toxicity endpoints,
estimated from acute oral and contact studies with A18385B, prosulfuron, nicosulfuron and dicamba, and
the maximum single application rates.

All the hazard quotients are less than 50, indicating that the risk to bees is acceptable following use of
A18385B according to the proposed use pattern.

According to Commission regulation (EU) No 284/2013, point 10.3.1. (Effects on bees): The Applicant
should provide chronic test on bees and evaluation of effects on honey bee development with formulated
product. The chronic studies were not performed, therefore, for Poland, the deficiencies need to be fulfilled
by the entry into force of the revised EFSA bee guideline. Concerned Member States must decide on the
consideration of data requirements on national level.

9.1.1.4 Effects on arthropods other than bees (KCP 10.3.2)

At Tier |, the in-field HQ values were below the trigger value for the worst case use scenarios (1 x 400 and
1 x 500 g A18385B/ha in maize) indicating the need for further refinement. The off-field HQ values were
below the trigger value for all proposed uses indicating that the risk to in-field non-target arthropods is
acceptable following the use of A18385B according to the proposed use pattern.

The Tier Il, extended laboratory studies showed acceptable foliar in-field and off-field effects from foliar
applications of A18385B for Aphidius rhopalosiphi, Typhlodromus pyri, Chrysoperla carnea and
Aleochara bilineata for the worst case use scenarios (1 x 400 and 1 x 500 g A18385B/ha in maize). The
risk to non-target arthropods is therefore acceptable following use of A18385B according to the proposed
use pattern.

9.1.1.5 Effects on non-target soil meso- and macrofauna (KCP 10.4), Effects on soil
microbial activity (KCP 10.5)

Soil meso- and macrofauna
The acute and long-term risk of A18385B, prosulfuron, nicosulfuron, dicamba and relevant metabolites
was evaluated where relevant for earthworms, Collembola and Hypoaspis. The risk assessment

demonstrated that the risk to non-target soil meso- and macrofauna is acceptable following use of A18385B
according to the proposed use pattern.

VV-876674
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Soil micro-organisms

All the effect levels for A18385B, prosulfuron, nicosulfuron, dicamba and relevant metabolites exceeded
the relevant PECi values, indicating that the risk to soil micro-organisms is acceptable following use of
A18385B according to the proposed use pattern.

9.1.1.6 Effects on non-target terrestrial plants (KCP 10.6)

The risk of A18385B to non-target terrestrial plants was assessed from toxicity exposure ratios (TERS)
using the formulation toxicity data from Tier Il studies using a calculated HC5, and the maximum off-
field predicted environmental residues (PERs). Higher tier field studies have been used to further refine
the risk assessment.

When based on the probabilistic HCs approach, the risk to non-target terrestrial plants in off-crop areas is
acceptable following use of A18385B according to the proposed use pattern, provided the following
mitigation is implemented:
1 x 400 g A18385B/ha:

« No buffer and 90% drift reduction mitigation or

« 5 m buffer with 50% drift reduction or

« 10 m buffer with no drift reduction

1 x 500 g A18385B/ha:
« 5 m buffer with 75% drift reduction or
o 10 m buffer with 50% drift reduction or
« 15 m buffer with no drift reduction.

When based on the most sensitive ERso of the higher tier field studies, the risk to non-target terrestrial
plants in off-crop areas is acceptable following use of A18385B according to the proposed use pattern,
provided the following mitigation is implemented:

1 x 400 g A18385B/ha:
o 75% drift reduction or
« 5 m buffer

1 x 500 g A18385B/ha:
« 90% drift reduction mitigation or
o 5m buffer

9.1.1.7 Effects on other terrestrial organisms (flora and fauna) (KCP 10.7)
No further data are required.
9.12 Grouping of intended uses for risk assessment

The following table documents the grouping of the intended uses to support application of the risk envelope
approach (according to SANCO/11244/2011).
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Table 9.1-3: Critical use pattern of A18385B grouped according to criterion
Grouping according to criterion
Use no. Intended uses relevant use parameters for grouping | relevant parameter or value for
sorting
1 Maize Crop (maize) Use pattern for all aspects of the
Growth stage: BBCH 12-18 ecotox risk assessment to adress the
Application rate: 1 x 400 g A18385B/ha | application rate of 1 x 16 g
(1 x 16 g prosulfuron/ha, 40 g prosulfuron/ha, 40 g nicosulfuron/ha
nicosulfuron/ha and 160 g dicamba/ha) |and 160 g dicamba/ha
Minimum application rate
1 Maize Crop (maize) Critical use pattern for all aspects of
Growth stage: BBCH 12-18 the ecotox risk assessment to support
Application rate: 1 x 500 g A18385B/ha |an application rate 1 x 20 g
(1 x 20 g prosulfuron/ha, 50 g prosulfuron/ha , 50 g nicosulfuron/ha
nicosulfuron/ha and 200 g dicamba/ha) |and 200 g dicamba/ha
Maximum application rate
9.1.3 Consideration of metabolites

A list of metabolites found in environmental compartments is provided below. The need for conducting a
metabolite-specific risk assessment in the context of the evaluation of A18385B is indicated in the table.

Table 9.1-4: Metabolites of prosulfuron
Maximum observed
boli Molar mass hemical occurrence in ik ired?
Metabolite (@/mol) Chemical structure compartments Risk assessment required?
(%)
CGA150829 140.1 ‘ Soil: > 10 % of a.s. PEC;
prosulfuron oM PECswisep
triazine amine Y w/ Water: > 10 % of a.s.
NYN (aquatic hydrolysis)
N Water/sediment:

>5% of as.
CGA159902 253.2 Soil: > 10 % of a.s. PEC;
prosulfuron F PECswisep
phenyl e Water: > 10 % of a.s.
sulfonamide o//S\N FF (aquatic hydrolysis)

Sediment: > 10 % of a.s.

Water/sediment:

> 10 % of a.s.
CGA300406 405.4 Soil: > 10 % of a.s. PEC;
O-desmethyl- PECswisep
prosulfuron Water: > 10 % of a.s.

Sediment: > 10 % of a.s.
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Maximum observed

. Molar mass i occurrence in ) .
Metabolite (g/mol) Chemical structure compartments Risk assessment required?
(%)
CGA325025 404.4 Soil: > 10 % of a.s. PEC;
demethoxy PECswisep
amino- Water/sediment:
prosulfosulfuro > 5% of a.s.
n
SYN542604 381.3 N\(O Soil: > 10 % of a.s. PEC:
o o " PECswisep
S\\ONTO( j<N Water/sediment:
) > 10 % of a.s.
JF
CGA349707 338.3 o /NL Soil: > 10 % of a.s. PEC;
\\/N NT— N
7 _ PECswisep
o © Water/sediment:

> 10 % of a.s.

SYN547308 449.4 Soil: > 5 % of a.s. and PEC;

X
o~ |Mmaximum of formation

o]
({SQNHJKNH |4 not yet reached at the end
of the study
F F
i Water: <5 %
Sediment: <5 %
Table 9.1-5: Metabolites of nicosulfuron
Maximum observed
Metabolite Molar mass Chemical structure occurrence in Risk assessment required?
(g9/mol) compartments
(%)
HMUD 396.4 CON(CHy), Soil: > 10 % of a.s. PEC;
2-{[(4—hydroxy— 7 N\ @_n H PECswisep
6- =/ \n/“_< Water: > 10 % of a.s.
methoxypyrimid 0
in-2- Sediment: > 5 % of a.s. in
yl)carbamoyl]su 2 sequential
Ifamoyl}-N,N- measurements
dimethylpyridin
e-3-
carboxamide
AUSN 314.3 CON(CHy), Soil: > 10 % of a.s. PEC;
2- . PECswisep
[(carbamimidoy!l 7 Ns_H I Water: > 5 % of a.s. and
carbamoyl)sulfa =N 'Ol \ﬂ/ maximum of formation
moyl]-N,N- O |not yet reached at the end
dimethylpyridin of the study
e-3-
carboxamide Sediment: <5 % of a.s.
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Maximum observed

carboxamide

Metabolite Molar mass Chemical structure occurrence in Risk assessment required?
(g/mol) compartments
(%)
ADMP 155.2 OCH, Soil: >5% of a.s.in2 PEC;
4,6- N sequential measurements | PECswisep
dimethoxypyrim HZN—</ \
idin-2-amine N— Water: <5 % of a.s.
OCHs

Sediment: <5 % of a.s.
UCSN 315.3 CON(CHy), Soil: > 10 % of a.s. PEC;
2- 0 PECswisep
[(carbamoylcarb 7 N\ g—ﬂ I Water: > 5 % of a.s. and
amoyl)sulfamoy =N !3' \n/ maximum of formation
1]-N,N- 0 | not yet reached at the end
dimethylpyridin of the study
e-3-
carboxamide Sediment: <5 % of a.s.
ASDM 229.2 CON(CHy) Soil: > 10 % of a.s. PEC;
N,N-dimethyl-2- o PECswisep
sulfamoylpyridi @Q_N H, |Water:>5 9% of a.s. and
ne-3- = U maximum of formation
carboxamide not yet reached at the end

of the study

Sediment: <5 % of a.s.
MU-466 215.1 CONHCHy Soil: > 0.1 pg/L in -
N-methyl-2- o lysimeter leachate
sulfamoylpyridi 7 N\ Q—N H,
ne-3- = Water: <5 % of a.s.

Sediment: <5 % of a.s.

Table 9.1-6: Metabolites of dicamba
Maximum observed
Metabolite Molar mass Chemical structure occurrence in Exposure assessment
(g/mol) compartments required due to
(%)

DCSA 207 Cl @) Soil: > 10 % of a.s. PEC;

3,6- PECswisep
dichlorosalicylic OH |Water:>10 % of a.s.

acid, 3,6-

dichloro-2- OH Sediment: <5 % of a.s.

hydroxy-

benzoic acid Cl

9.2 Effects on birds (KCP 10.1.1)

9.2.1 Toxicity data

Avian toxicity studies have been carried out with prosulfuron, nicosulfuron and dicamba and prosulfuron
relevant metabolites. Full details of these studies are provided in the respective EU RAR or DAR and related
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documents.

Effects on birds of formulation A18385B were not evaluated as part of the EU assessment of prosulfuron,
nicosulfuron and dicamba. Since mammal studies give no indication of higher toxicity from the formulation
and the risk to birds from A18385B can be adequately assessed from risk assessment for the individual
active substances and the "virtual formulation" considering additive toxicity, the risk to birds from the
proposed uses of A18385B will be assessed using the endpoints for prosulfuron, dicamba and nicosulfuron.

The selection of studies and endpoints for the risk assessment is in line with the results of the EU review
process.

Table 9.2-1: Endpoints and effect values relevant for the risk assessment for birds -
prosulfuron

Species Substance Exposure System Results Reference

Mallard duck Prosulfuron Oral LDso = 1300 EFSA Journal
1d mg/kg bw 2014;12(9):3815
Acute

Mallard duck Prosulfuron Oral LDsg = 2105 EFSA Journal
1d mg/kg bw 2014;12(9):3815
Acute

Bobwhite quail Prosulfuron Oral LDsp > 2150 EFSA Journal
1d mg/kg bw 2014;12(9):3815
Acute

Mallard duck Prosulfuron Dietary LDDsg > 1352 EFSA Journal
8d mg/kg bw/d 2014;12(9):3815
Short-term

Bobwhite quail Prosulfuron Dietary LDDsp > 735 EFSA Journal
8d mg/kg bw/d 2014;12(9):3815
Short-term

Mallard duck Prosulfuron Dietary NOEL = 295 |EFSA Journal
Reproductive toxicity | mg/kg bw/d 2014;12(9):3815

Endpoints in bold were used for the risk assessment

Table 9.2-2: Endpoints and effect values relevant for the risk assessment for birds -
nicosulfuron
Species Substance Exposure System Results Reference
Bobwhite quail, Nicosulfuron Oral LDsg >2000 mg EFSA Scientific
Mallard duck 1d a.s./kg bw Report (2007) 120, 1-
Acute 91
Bobwhite quail Nicosulfuron Acute Extrapolated value |Please refer to 9.2.1.1
of 3776 mg/kg @
Bobwhite quail Nicosulfuron Dietary 5 day LCso >1603 mg | EFSA Scientific
8d a.s./kg bw/day Report (2007) 120, 1-
Short-term 91
Mallard duck Nicosulfuron Dietary 5day LCso >911 mg |EFSA Scientific
8d a.s./kg bw/day Report (2007) 120, 1-
Short-term 91
Japanese quail Nicosulfuron Reproductive toxicity | NOEL =171 mg EFSA Scientific
a.s./kg bw/day Report (2007) 120, 1-
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Species Substance Exposure System Results Reference

91

2 The acute toxicity value for the bobwhite can be extrapolated according to the EFSA Guidance Document on Risk Assessment
for Birds and Mammals (2009)
Endpoints in bold were used for the risk assessment

Table 9.2-3: Endpoints and effect values relevant for the risk assessment for birds - dicamba
Species Substance Exposure System Results Reference
Anas platyrhynchos | Dicamba Oral LDso = 1373 EFSA Scientific
(Mallard duck) 1d mg/kg bw Report

Acute 2011;9(1):1965
Colinus virginianus | Dicamba Oral LDDsg = 216 EFSA Scientific
(Bobwhite quail) 1d mg/kg bw Report
Acute 2011;9(1):1965
Anas platyrhynchos | Dicamba Acute Geometric mean of |Please referto 9.2.1.1
(Mallard duck), endpoints = 545 mg
Colinus virginianus a.s./kg bw
(Bobwhite quail)
Anas platyrhynchos | Dicamba Dietary LDso >1567 mg EFSA Scientific
(Mallard duck) 8d a.s./kg bw/day Report
Short-term 2011;9(1):1965
Colinus virginianus | Dicamba Dietary LDso >995 mg a.s./kg | EFSA Scientific
(Bobwhite quail) 8d bw/day Report
Short-term 2011;9(1):1965
Anas platyrhynchos | Dicamba Dietary NOEL =89 mg EFSA Scientific
(Mallard duck) Reproductive toxicity | a.s./kg bw/day Report
2011;9(1):1965
Colinus virginianus | Dicamba Dietary NOEL =170 mg EFSA Scientific
(Bobwhite quail) Reproductive toxicity | a.s./kg bw/day Report
2011;9(1):1965
Anas platyrhynchos | Dicamba Reproductive toxicity | LD/10 ie 54.5 mg/kg | EFSA Scientific
(Mallard duck), bw @ Report
Colinus virginianus 2011;9(1):1965

(Bobwhite quail)

2 For the long-term assessment, the geometric mean LDso/10 of 54.5 mg a.s./kg bw is used as an endpoint in the reproductive
assessment, since this endpoint is lower than the lowest NOEL from the avian reproduction studies (89 mg a.s./kg bw/d)
Endpoints in bold were used for the risk assessment

Table 9.2-4: Endpoints and effect values relevant for the risk assessment for birds —
prosulfuron/nicosulfuron/dicamba mixture
Substance Exposure system Proposed endpoint Reference
Prosulfuron/nicosulfuron/dicamba | Acute LDso mix = 682.5 mg/kg | Refer to section 9.2.1.1
mixture bw
9.2.1.1 Justification for new endpoints

There are no new endpoints for prosulfuron. All endpoints are in line with EFSA Journal 2014;12(9):3815.
All endpoints for nicosulfuron, dicamba and the mixture have been already evaluated in Central zone for
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for product authorisation of A18385B. For convenience, the endpoints used in the risk assessment for
nicosulfuron, dicamba and the mixture are presented below.

Consideration of acute endpoints for nicosulfuron used in the risk assessment

All data have been taken directly from the EU endpoints document; the EFSA Scientific Report (2007)
120, 1-91, or the DAR for nicosulfuron (Addendum 3 to Annex B for nicosulfuron, section B.9
Ecotoxicology).

In the acute oral toxicity study conducted with the bobwhite (Cummings, 1991b, for further details please
refer to the DAR for nicosulfuron) no mortalities were observed and therefore the LDsy was reported as
>2000 mg/kg bw/d. According to the Guidance Document on Risk Assessment for Birds and Mammals
on request from EFSA (EFSA Journal 2009; 7(12): 1438; hereafter referred to as EFSA/2009/1438)*
the acute toxicity value for the bobwhite can be extrapolated. The extrapolated value is presented in the
table below.

Table 9.2-5: Extrapolation of the acute oral toxicity value for nicosulfuron

Test species Experimental | Number of Number Extrapolation | Corrected Study

LDso animals of factor @ LDso

(mg/kg bw/d) | tested mortalities (mg/kg

bw/d)
Bobwhite >2000 10 0 1.888 3776 Cummings,
quail 1991b (DAR,
nicosulfuron)

2 The extrapolation factor is presented in Table 1 of the guidance document (Point 2.1.2)

The extrapolated LDso value of 3776 mg/kg bw/d will therefore be used in the subsequent risk assessment.

Review Comments:

The proposed extrapolated LDsg value of 3776 mg/kg is accepted by zRMS, as it was derived according
the EFSA B&M guidance.

Consideration of acute endpoints for dicamba used in the risk assessment

According to EFSA/2009/1438 the geometric mean should be used for the acute assessment, except when
the endpoint for the most sensitive species is more than a factor of 10 below the geometric mean of all the
tested species. Since this is not the case, the geometric mean was used for the risk assessment. As two acute
oral toxicity studies are available with dicamba a geometric mean can be calculated following the approach
outlined under Point 2.4.2 of the Guidance Document. Before a geometric mean can be calculated we need
to ensure that the studies are equivalent in terms of endpoint and in particular the vehicle/solvent used in
dosing. Both the studies conducted with the mallard duck by Campbell & Beavers, 1993 and the bobwhite
quail by Campbell et al., 1993, were conducted in accordance with Fifra Subdivision E, Section 71-1;
dicamba was also dosed in a corn oil solvent by oral gavage in both. The studies were conducted in
accordance with the same guidance documents by the same laboratory therefore the studies are equivalent
and it is appropriate to calculate a geometric mean. The geometric mean of 1373 mg a.s./kg bw and 216 mg
a.s./kg bwi/d is 545 mg/kg bw.

! European Food Safety Authority (2009): Guidance Document on Risk Assessment for Birds and Mammals on request from EFSA.
EFSA Journal 2009; 7(12):1438. [139 pp.]
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Review Comments:

The proposed geometric mean LDsg value of 545 mg/kg is accepted by zZRMS, as it was derived according
the EFSA B&M guidance (Points: 2.4.1 and 2.4.2).

Consideration of reproductive endpoints for dicamba used in the risk assessment

According to the EFSA/2009/1438, an estimated reproductive endpoint should be obtained by using the
acute oral LDsp (from a single species or geometric mean) and divided by 10 to obtain an LDs¢/10. This
LDso/10 is used as an endpoint in the reproductive assessment to take account of the possibility of
reproductive impairment due to sub-lethal effects on pair formation and breeding site selection, incubation,
parental care of nestlings, and survival of fledgling birds (in accordance with Appendix J of the EFSA
Guidance). If the LDso/10 is lower than the lowest reproductive endpoint, then this should be used as the
Screening Step reproductive endpoint.

For Dicamba the geometric mean LDso/10 of 54.5 mg a.s./kg bw is used as an endpoint in the reproductive
assessment, since this endpoint is lower than the lowest NOEL from the avian reproduction studies.

Review Comments:

The proposed geometric mean LDso/10 value of 54.5 mg/kg bw/d is accepted by zZRMS, as it was derived
according the EFSA B&M guidance.

Consideration of acute mixture toxicity

According to EFSA/2009/1438 combined action of several toxicants must be specifically considered in the
risk assessment when it is obvious that such exposure situations will occur for animals.

For the assessment of acute effects (mortality), a surrogate LDso can be calculated. The EFSA Guidance
Document indicates that the following equation should be used for deriving a surrogate LDsy for a mixture
of active substances with known toxicity assuming dose additivity:

LD, (mix) = (Z mjl

~ LD, (as,)
where:
X (a.s.i) = fraction of active substance (i) in the formulation mixture
LDso (2.5.i) = acute toxicity for the active substance (i)

The LDsp of the mix is summarised in the table below.

Table 9.2-6: Acute LDs for the mixture of active substances
Test Concentration Fraction of Acute toxicity Fraction of LDso mix
substance of active active substance | endpoint active (mg/kg bw)
substance in in the (mg/kg bw) substance/LDso
formulation formulation for the active
A18385B mixture? substance
(9/kg)
Prosulfuron | 40 0.074 1300 5.7 x 10
Nicosulfuron | 100 0.185 3776 4.9 x10° 682
Dicamba 400 0.741 545 1.4x10%
Total 540 1 - -
@ Concentration of an active substance in the formulation, divided by, the total concentration of all active substances in the
formulation.
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Review Comments:

The proposed LDsomix Value of 682 mg/kg is accepted by zZRMS, as it was derived according the EFSA
B&M guidance.

9.2.2 Risk assessment for spray applications

The risk assessment is based on the methods presented in the Guidance Document on Risk Assessment for
Birds and Mammals on request from EFSA (EFSA/2009/1438).

9.2.2.1 First-tier assessment (screening/generic focal species)

The results of the acute and reproductive screening step risk assessments are summarised in the following
tables. A Tier 1 risk assessment is conducted also for uses that are safe at screening step when results can
be used for assessing the chronic mixture toxicity.

Prosulfuron

Table 9.2-7: Screening Step assessment of the acute and long-term/reproductive risk for
birds due to the use of A18385B in maize — prosulfuron

Intended use Maize

Active substance Prosulfuron

Acute toxicity (mg/kg bw) 1300

TER criterion 10

Crop scenario Application rate | Indicator species SVoo MAFgo DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bw/d)

Maize, 1x16 Small omnivorous bird |158.8 1 2.54 510
BBCHI2-18 k20 Small omnivorous bird |158.8 |1 3.18 410
Reprod. Toxicity (mg/kg bw/d) 2.95

TER criterion 5

Crop scenario Application rate | Indicator species SVm MAFm x DDDnm TER
Growth stage (g a.s./ha) TWA (mg/kg bw/d)

Maize, 1x16 Small omnivorous bird |64.8 1 x0.53 0.550 5.4
BBCH 12-18 1 %20 Small omnivorous bird |64.8 1x0.53 0.687 4.3

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER:
toxicity to exposure ratio. TER values shown in bold fall below the relevant trigger.
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Table 9.2-8:

Tier 1 assessment of the long-term/reproductive risk for birds due to the use of
A18385B in maize — prosulfuron

Intended use

Active substance

Maize

Prosulfuron

Reprod. Toxicity (mg/kg

2.95

“wagtail”

bw/d)
TER criterion 5
Crop Application | Scenario Generic Focal species |SVm |MAFmx |DDDm TER
scenario rate TWA (mg/kg bwi/d)
Growth (g a.s./ha)
stage
Maize, 1x16 BBCH 10 - 29 | Medium granivorous 3.0 1x0.53 0.0254 120
BBCH 12 - bird "gamebird"
18 Leaf Small 5.7 1x0.53 ]0.0483 61
development | insectivorous/worm
BBCH 10to |feeding species “thrush”
19
BBCH 10 - 29 | Small omnivorous bird 109 |1 x0.53 0.0924 32
“1ark37
BBCH 10 - 29 | medium 22.7 |1x0.53 ]0.192 15
herbivorous/granivorous
bird "pigeon”
BBCH 10 - 19 | Small insectivorous bird |11.3 |1 x (0.53 0.0958 31
“wagtail”
1x20 BBCH 10 - 29 | Medium granivorous 3.0 1x0.53 0.0318 93
bird "gamebird"
Leaf Small 5.7 1x0.53 |0.0604 49
development | insectivorous/worm
BBCH 10to |feeding species “thrush”
19
BBCH 10 - 29 | Small omnivorous bird |10.9 |1 x0.53 0.116 26
‘Glar 2
BBCH 10 - 29 | medium 22.7 |1x0.53 ]0.241 12
herbivorous/granivorous
bird "pigeon”
BBCH 10 - 19 | Small insectivorous bird |11.3 |1 x 0.53 0.120 25

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity
to exposure ratio. TER values shown in bold fall below the relevant trigger.
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Nicosulfuron

Table 9.2-9: Screening Step assessment of the acute and long-term/reproductive risk for
birds due to the use of A18385B in maize — nicosulfuron

Intended use Maize

Active substance Nicosulfuron

Acute toxicity (mg/kg bw) 3776

TER criterion 10

Crop scenario Application rate | Indicator species SVo MAFgo DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bw/d)

Maize, 1 x40 Small omnivorous bird |158.8 1 6.35 590
BBCH12-18 11«50 Small omnivorous bird [158.8 |1 7.94 480
Reprod. Toxicity (mg/kg bw/d) 171

TER criterion 5

Crop scenario Application rate | Indicator species SVm MAFm x DDDm TERu
Growth stage (g a.s./ha) TWA (mg/kg bw/d)

Maize, 1 x40 Small omnivorous bird |64.8 1 x0.53 1.37 120
BBCH 12-18 1 x50 Small omnivorous bird |64.8 1x0.53 1.72 100

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity

to exposure ratio. TER values shown in bold fall below the relevant trigger.

Dicamba
Table 9.2-10: Screening Step assessment of the acute and long-term/reproductive risk for
birds due to the use of A18385B in maize — dicamba

Intended use Maize

Active substance Dicamba

Acute toxicity (mg/kg bw) 545

TER criterion 10

Crop scenario Application rate | Indicator species SVo MAFgo DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bwi/d)

Maize, 1 x 160 Small omnivorous bird |158.8 1 25.4 21
BBCH 12-18 1 x 200 Small omnivorous bird |158.8 1 31.8 17
Reprod. Toxicity (mg/kg bw/d) 545

TER criterion 5

Crop scenario Application rate | Indicator species SVm MAFm x DDDm TERut
Growth stage (g a.s./ha) TWA (mg/kg bw/d)

Maize, 1 x160 Small omnivorous bird |64.8 1 x0.53 5.50 9.9
BBCH 12-18 1 x 200 Small omnivorous bird |64.8 1x0.53 6.87 7.9

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity
to exposure ratio. TER values shown in bold fall below the relevant trigger.
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Table 9.2-11: Tier 1 assessment of the long-term/reproductive risk for birds due to the use of
A18385B in maize — dicamba
Intended use Maize
Active substance Dicamba
Reprod. Toxicity (mg/kg |54.5
bw/d)
TER criterion 5
Crop Application | Scenario Generic Focal species |SVm |MAFm x |DDDm TER
scenario rate TWA (mg/kg bwi/d)
Growth (g a.s./ha)
stage
Maize, 1 x200 BBCH 10 - 29 | Medium granivorous 3.0 1x0.53 0.3180 170
BBCH 12 - bird "gamebird"
18 Leaf Small 5.7 1x0.53 |0.6042 90
development | insectivorous/worm
BBCH 10to |feeding species “thrush”
19
BBCH 10 - 29 | Small omnivorous bird |10.9 |1 x0.53 1.155 47
‘élark”
BBCH 10 - 29 | medium 22.7 |1x0.53 |2.406 23
herbivorous/granivorous
bird "pigeon”
BBCH 10 - 19 | Small insectivorous bird |11.3 |1 x (0.53 1.198 46
“wagtail”

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity
to exposure ratio. TER values shown in bold fall below the relevant trigger.

Prosulfuron/nicosulfuron/dicamba mixture

Acute risk

Table 9.2-12:

Screening Step assessment of the acute and long-term/reproductive risk for
birds due to the use of A18385B in maize — prosulfuron/nicosulfuron/dicamba
mixture

Intended use

Active substance

Maize

Prosulfuron/nicosulfuron/dicamba mixture

Acute toxicity (mg/kg bw) 682

TER criterion 10

Crop scenario Application rate | Indicator species SVao MAFg DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bw/d)

Maize, 1 x216 Small omnivorous bird |158.8 1 34.3 20
BBCH 12-18 1 %270 Small omnivorous bird |158.8 1 42.9 16

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity
to exposure ratio. TER values shown in bold fall below the relevant trigger.
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Chronic risk

For assessment of chronic effects, according to the EFSA guidance, if a given formulation contains several
active substances all known to cause similar effects via a similar biochemical mechanism (e.g. aromatase
inhibition) and if this type of effect is actually driving the risk assessment, it is thus recommended to
perform an assessment for combined effects on a case by case basis.

For A18385B the active ingredient, prosulfuron and nicosulfuron (sulfonylureas) have a different mode of
action in plants than the active ingredient dicamba (benzoic acid), and their toxicity profiles in birds are
very different.

Prosulfuron and nicosulfuron cause effects on acetolactate synthase in branched chain amino acid synthesis
compared to dicamba which causes effects on synthetic auxins. Consequently an assessment for combined
effects is not required. Nevertheless as a worst-case approach an assessment for combined effects will be
conducted and is based on a concentration addition approach.

In case of concentration addition each substance contributes to the total toxicity of a mixture in proportion
to its concentration using the following equation:

TERcombi = trigger / ((trigger prosulfuron/TER prosulfuron) + (trigger nicosulfuron/TER nicosulfuron) +
(trigger dicamba/TER dicamba))

An acceptable risk is expected when TERcombi > trigger.

In this formula, ‘triggers’ are the EU triggers.

Table 9.2-13: Assessment of the long-term/reproductive risk for birds due to the use of
A18385B in maize: combination risk assessment

Intended use | Maize
Application |1 x216and 1 x 270

rate (g/ha)

Triggercombi |5

TER 5

criterion

Application | TErprosuifuron | Trigger TERnicosutfuron | Trigger TERGdicamba | Trigger TERcombi
rate 5/TERprosquuron 5/TERnicosulfuron 5/TERGdicamba

(g a.s./ha)

1x216 152 0.33 120 0.04 9.9 0.50 5.7
1x270 128 0.41 100 0.05 232 0.22 74

TER: toxicity to exposure ratio. TER values shown in bold fall below the relevant trigger.
3 TERSs resulted from Tier 1 assessments

9.2.2.2 Higher-tier risk assessment

Not required.

9.2.2.3 Drinking water exposure
When necessary, the assessment of the risk for birds due to uptake of contaminated drinking water is

conducted for a small granivorous bird with a body weight of 15.3 g (Carduelis cannabina) and a drinking
water uptake rate of 0.46 L/kg bw/d (cf. Appendix K of EFSA/2009/1438).
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Leaf scenario

Since A18385B is not intended to be applied on leafy vegetables forming heads or crop plants with
comparable water collecting structures at principal growth stage 4 or later, the leaf scenario does not have
to be considered.

Puddle scenario

Due to the characteristics of the exposure scenario in connection with the standard assumptions for water
uptake by animals, no specific calculations of exposure and TER are necessary when the ratio of effective
application rate (in g/ha) to relevant endpoint (in mg/kg bw/d) does not exceed 50 in the case of less sorptive
substances (Koc < 500 L/kg) or 3000 in the case of more sorptive substances (Koc > 500 L/kg).

With a K(f)oc of 11.7 (geomean), 20.7 and 12.4 L/kg, prosulfuron, nicosulfuron and dicamba, respectively,
belong to the group of less sorptive substances. The maximum use rates are used to cover the risk to birds
from all intended uses (see 9.1.2).

Table 9.2-14: Ratio of effective application rate to toxicity endpoints for birds exposed to
prosulfuron

Effective application rate (g/ha)” = 20

Acute toxicity (mg/kg bw) = 1300 quotient = 0.02

Reprod. toxicity (mg/kg bw/d) = 2.95 quotient = 6.78

* Effective application rate = Maximum application rate x MAF of 1 (one application)

Table 9.2-15: Ratio of effective application rate to toxicity endpoints for birds exposed to
nicosulfuron

Effective application rate (g/ha)” = 50

Acute toxicity (mg/kg bw) = 3776 quotient = 0.01

Reprod. toxicity (mg/kg bw/d) = 171 quotient = 0.29

* Effective application rate = Maximum application rate x MAF of 1 (one application)

Table 9.2-16: Ratio of effective application rate to toxicity endpoints for birds exposed to
dicamba

Effective application rate (g/ha)” = 200

Acute toxicity (mg/kg bw) = 545 quotient = 0.37

Reprod. toxicity (mg/kg bw/d) = 54.5 quotient = 3.67

* Effective application rate = Maximum application rate x MAF of 1 (one application)

The resulting ratios fall below the trigger of 50 indicating that further assessment of the acute and long-
term risk to birds from drinking water from puddles is not required for prosulfuron, nicosulfuron and
dicamba.

9.2.24 Effects of secondary poisoning

Prosulfuron has a log Pow of 1.5 at pH 5, nicosulfuron has a log Pow value of 0.6 and its major aquatic

metabolites ASDM, AUSN and HMUD have log Pow values of <1.0. The value for dicamba is 0.55 — 1.9
(at pH 5.0 — 8.9) and for its metabolite DCSA is -0.84 (pH 6.8). Therefore it is not necessary to consider
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risk from secondary poisoning for prosulfuron, dicamba or nicosulfuron.

Risk assessment for earthworm-eating birds via secondary poisoning

Not required.

Risk assessment for fish-eating birds via secondary poisoning

Not required.

9.2.2.5 Biomagnification in terrestrial food chains

Not relevant.

9.2.3 Risk assessment for baits, pellets, granules, prills or treated seed

Not relevant.

9.24 Overall conclusions

The acute and long-term risks of A18385B to birds were assessed from toxicity exposure ratios between
toxicity endpoints, estimated from studies with prosulfuron, nicosulfuron and dicamba, and maximum
residues occurring on food items following applications according to the proposed use pattern. The risk to
birds from exposure via drinking water has also been assessed.

The TER values, calculated for recommended scenarios, all exceed the trigger values of 10 for acute risk
and 5 for long-term risk for prosulfuron, nicosulfuron, dicamba, and the mixture toxicity of the three
substances indicating that the risk to birds is acceptable following use of A18385B according to the
proposed use pattern. Acceptable risk to birds from exposure via drinking water was also shown.

Review Comments:

All TER values exceed the relevant triggers indicating that A18385B does not pose an unacceptable risk
to birds following applications according to recommended use pattern.

Evaluation of exposing to birds through the drinking water demonstrated the acceptable risk. Since the
log Pow Vvalue of prosulfuron, nicosulfuron, dicamba, and their relevant metabolites are all below the
trigger of 3, the evaluation of the risk of secondary poisoning is not triggered.

9.3 Effects on terrestrial vertebrates other than birds (KCP 10.1.2)

9.3.1 Toxicity data

Mammalian toxicity studies have been carried out with prosulfuron, nicosulfuron and dicamba. Full details
of these studies are provided in the respective EU RAR and DAR and related documents.

Effects on terrestrial vertebrates other than birds of A18385B were not evaluated as part of the EU

assessment of the prosulfuron, nicosulfuron and dicamba but were already evaluated in the Central zone
for last authorization of A18385B. No new data have been submitted.
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The selection of studies and endpoints for the risk assessment is in line with the results of the EU review
process.

Table 9.3-1: Endpoints and effect values relevant for the risk assessment for mammals
Species Substance Exposure System Results Reference
Rat Prosulfuron Oral LDso = 986 EFSA Journal
1d mg/kg bw 2014;12(9):3815
Acute
Rat Prosulfuron 90d NOAEL =3 EFSA Journal
Short-term mg/kg bw/d 2014;12(9):3815
(screening step) @
Rat Prosulfuron Long-term NOAEL =12 EFSA Journal
mg/kg bw/d 2014;12(9):3815
Rat Prosulfuron Developmental NOAEL = 200 mg/kg | EFSA Journal
toxicity bw (maternal) 2014;12(9):3815
NOAEL = 50 mg/kg
bw (developmental)
Rabbit Prosulfuron Developmental NOAEL =10 mg/kg |EFSA Journal
toxicity bw (maternal) 2014;12(9):3815
NOAEL =10 mg/kg
bw (developmental)
(Tier1)®

Endpoints in bold were used for the risk assessment

2 During EU evaluation it was discussed and agreed by the experts that the endpoints to be used at the different steps of the long-
term risk assessment should be selected as recommended in the EFSA Guidance (2009). Therefore, for the screening step
the lowest endpoint from the 90-day rat study was used, while at tier 1 the lowest endpoint from the rabbit developmental
study was selected (EFSA Journal 2014;12(9):3815).

Table 9.3-2: Endpoints and effect values relevant for the risk assessment for mammals -
nicosulfuron

Species Substance Exposure System Results Reference

Rat Nicosulfuron Oral LDso >5000 EFSA Scientific
1d mg/kg bw Report (2007) 120, 1-
Acute 91

Rat Nicosulfuron Dietary NOAEL = 3861 EFSA Scientific
Reproductive toxicity | mg/kg bw/d (male) |Report (2007) 120, 1-
Two-generation & 4404 mg/kg bw/d |91
study (female)

Endpoints in bold were used for the risk assessment

Table 9.3-3: Endpoints and effect values relevant for the risk assessment for mammals -
dicamba
Species Substance Exposure System Results Reference
Rat, female Dicamba Oral LDso = 1581 EFSA Scientific
1d mg/kg bw Report
Acute 2011;9(1):1965
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Species Substance Exposure System Results Reference
Rat Dicamba Dietary NOAEL =150 EFSA Scientific
Reproductive toxicity | mg/kg bw/d Report
Two-generation 2011;9(1):1965
study

Endpoints in bold were used for the risk assessment

Table 9.3-4: Endpoints and effect values relevant for the risk assessment for mammals —
A18385B
Species Substance Exposure System Results Reference
Rat A18385B Oral LDso > 2000 Matting E, 2013
1d Acute mg/kg bw (A18385B_10008;
VV-405072)
KCP 7.1.1/01

Endpoints in bold were used for the risk assessment

9.3.1.1 Justification for new endpoints
Not relevant.
9.3.2 Risk assessment for spray applications
The risk assessment is based on the methods presented in the Guidance Document on Risk Assessment for

Birds and Mammals on request from EFSA (EFSA/2009/1438).

9.3.2.1 First-tier assessment (screening/generic focal species)

The results of the acute and reproductive first-tier risk assessments are summarised in the following tables.
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Prosulfuron

Table 9.3-5: Screening Step assessment of the acute and long-term/reproductive risk for
mammals due to the use of A18385B in maize — prosulfuron

Intended use Maize

Active substance Prosulfuron

Acute toxicity (mg/kg bw) 986

TER criterion 10

Crop scenario Application rate | Indicator species SV |MAFge |DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bw/d)

Maize, 1x16 Small herbivorous mammal |136.4 |1 2.18 450
BBCH 12-18 1 x20 Small herbivorous mammal |136.4 |1 2.73 360
Reprod. Toxicity (mg/kg bw/d) 3

TER criterion 5

Crop scenario Application rate | Indicator species SVm | MAFm x |DDDm TERu
Growth stage (g a.s./ha) TWA (mg/kg bw/d)

Maize, 1x16 Small herbivorous mammal | 72.3 1x0.53 |0.613 4.9
BBCH 12-18 1 x20 Small herbivorous mammal | 72.3 1x0.53 |0.766 3.9

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity
to exposure ratio. TER values shown in bold fall below the relevant trigger.

As explained above, during EU evaluation for prosulfuron it was discussed and agreed by the experts that
the endpoints to be used at the different steps of the long-term risk assessment should be selected as
recommended in the EFSA Guidance (2009). Therefore, for the screening step the lowest endpoint from
the 90-day rat study was used, while at tier 1 the lowest endpoint from the rabbit developmental study was
selected (EFSA Journal 2014;12(9):3815).
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Table 9.3-6:

Tier 1 assessment of the long-term/reproductive risk for mammals due to the

use of A18385B in maize — prosulfuron

Intended use

Active substance

Maize

Prosulfuron

mammal “mouse”

Reprod. Toxicity (mg/kg bw/d) 10
TER criterion 5
Crop Application | Scenario Generic Focal species [SVm |MAFmx |DDDm TER
scenario rate TWA (mg/kg bwi/d)
Growth (g a.s./ha)
stage
Maize, 1x16 BBCH 10 - 19 | Small insectivorous 4.2 1 x0.53 0.0356 280
BBCH 12 - mammal "shrew"
18 BBCH 10 - 29 | Small herbivorous 723 |1x0.53 0.613 16
mammal "vole"
BBCH 10 - 29 | Small omnivorous 7.8 1 x0.53 0.066 150
mammal “mouse”
1x20 BBCH 10 - 19 | Small insectivorous 4.2 1 x0.53 0.0445 220
mammal "shrew"
BBCH 10 - 29 | Small herbivorous 723 |1x0.53 0.766 13
mammal "vole"
BBCH 10 - 29 | Small omnivorous 7.8 1 x0.53 0.0827 120

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity

to exposure ratio.
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Nicosulfuron

Table 9.3-7: Screening Step assessment of the acute and long-term/reproductive risk for
mammals due to the use of A18385B in maize — nicosulfuron

Intended use Maize

Active substance Nicosulfuron

Acute toxicity (mg/kg bw) >5000

TER criterion 10

Crop scenario Application rate | Indicator species SV |MAFge |DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bw/d)

Maize, 1 x40 Small herbivorous mammal |136.4 |1 5.46 >920
BBCH 12-18 1 x50 Small herbivorous mammal |136.4 |1 6.82 >730
Reprod. Toxicity (mg/kg bw/d) 3861

TER criterion 5

Crop scenario Application rate | Indicator species SVm | MAFm x |DDDm TERu
Growth stage (g a.s./ha) TWA (mg/kg bw/d)

Maize, 1 x40 Small herbivorous mammal | 72.3 1x0.53 |1.53 2 500
BBCHI2-18 1150 Small herbivorous mammal  |72.3 | 1x0.53 |1.92 2000

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity

to exposure ratio.

Dicamba

Table 9.3-8:

Screening Step assessment of the acute and long-term/reproductive risk for
mammals due to the use of A18385B in maize — dicamba

Intended use Maize

Active substance Dicamba

Acute toxicity (mg/kg bw) 1581

TER criterion 10

Crop scenario Application rate | Indicator species SVeo |MAFgo |DDDgo TERa
Growth stage (g a.s./ha) (mg/kg bw/d)

Maize, BBCH 12 |1 x 160 Small herbivorous mammal |136.4 |1 21.8 72
-18 1 x 200 Small herbivorous mammal |136.4 |1 27.3 58
Reprod. Toxicity (mg/kg bw/d) 150

TER criterion 5

Crop scenario Application rate | Indicator species SVm |MAFn x |DDDm TERut
Growth stage (g a.s./ha) TWA (mg/kg bw/d)

Maize, BBCH 12 |1 x 160 Small herbivorous mammal |72.3 1x0.53 |6.13 24

- 18 1 x200 Small herbivorous mammal |72.3 1x0.53 |7.66 20

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER: toxicity

to exposure ratio.
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Prosulfuron/nicosulfuron/dicamba mixture

Acute risk
Table 9.3-9: Screening Step assessment of the acute and long-term/reproductive risk for
mammals due to the use of A18385B in maize — A18385B

Intended use Maize

Product A18385B

Acute toxicity (mg/kg bw) >2000

TER criterion 10

Crop scenario Application rate | Indicator species SVeoo |MAFgo |DDDgo TERa
Growth stage (g A18385B/ha) (mg/kg bw/d)

Maize, 1 x 400 Small herbivorous mammal |136.4 |1 54.6 >37
BBCH 12-18 1 x 500 Small herbivorous mammal |136.4 |1 68.2 >29

SV: shortcut value; MAF: multiple application factor; TWA: time-weighted average factor; DDD: daily dietary dose; TER:
toxicity to exposure ratio.

Chronic risk

For assessment of chronic effects, according to the EFSA guidance, if a given formulation contains several
active substances all known to cause similar effects via a similar biochemical mechanism (e.g. aromatase
inhibition) and if this type of effect is actually driving the risk assessment, it is thus recommended to
perform an assessment for combined effects on a case by case basis.

For A18385B the active ingredient, prosulfuron and nicosulfuron (sulfonylureas) have a different mode of
action in plants than the active ingredient dicamba (benzoic acid), and their toxicity profiles in mammals
are very different.

Prosulfuron and nicosulfuron cause effects on acetolactate synthase in branched chain amino acid synthesis
compared to dicamba which causes effects on synthetic auxins. Consequently an assessment for combined
effects is not required. Nevertheless as a worst-case approach an assessment for combined effects will be
conducted and is based on a concentration addition approach.

In case of concentration addition each substance contributes to the total toxicity of a mixture in proportion
to its concentration using the following equation:

TERcombi = trigger / ((trigger prosulfuron/TER prosulfuron) + (trigger nicosulfuron/TER nicosulfuron) +
(trigger dicamba/TER dicamba))

An acceptable risk is expected when TERcombi > trigger.

In this formula, ‘triggers’ are the EU triggers.
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Table 9.3-10: Assessment of the long-term/reproductive risk for mammals due to the use of

A18385B in maize: combination risk assessment

Intended use Maize

Application 1 x216 and 1 x 270
rate (g a.s./ha)

Triggercombi 5
TER criterion |5

Application TERGprosutfuro | Trigger 5/ | TERnicosuifuro | Trigger 5/ TERdicamb | Trigger 5/ | TERcomb
rate n TERprosquuron n TERnicosulfuron | a TERdicamba |

(g a.s./ha)

1x216 16 0.31 2500 0.002 24 0.20 10
1x270 13 0.38 2 000 0.003 20 0.26 7.8

TER: toxicity to exposure ratio. TER values shown in bold fall below the relevant trigger.

9.3.2.2 Higher-tier risk assessment

Not required.

9.3.2.3 Drinking water exposure

When necessary, the assessment of the risk for mammals due to uptake of contaminated drinking water is
conducted for a small omnivorous mammal with a body weight of 21.7 g (Apodemus sylvaticus) and a
drinking water uptake rate of 0.24 L/kg bw/d (cf. Appendix K of EFSA/2009/1438).

Puddle scenario

Due to the characteristics of the exposure scenario in connection with the standard assumptions for water
uptake by animals, no specific calculations of exposure and TER are necessary when the ratio of effective
application rate (in g/ha) to relevant endpoint (in mg/kg bw/d) does not exceed 50 in the case of less sorptive
substances (Koc < 500 L/kg) or 3000 in the case of more sorptive substances (Ko > 500 L/kg).

With a K(f)oc of 11.7 (geomean), 20.7 and 12.4 L/kg, prosulfuron, nicosulfuron and dicamba, respectively,
belong to the group of less sorptive substances. The maximum use rates are used to cover the risk to
mammals from all intended uses (see 9.1.2).

Table 9.3-11: Ratio of effective application rate to toxicity endpoints for mammals exposed to
prosulfuron

Effective application rate (g/ha)” = 20
Acute toxicity (mg/kg bw) = 986 quotient = 0.02
Reprod. toxicity (mg/kg bw/d) = 3 quotient = 6.67

* Effective application rate = Maximum application rate x MAF of 1 (one application)
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Table 9.3-12: Ratio of effective application rate to toxicity endpoints for mammals exposed to

nicosulfuron

Effective application rate (g/ha)” = 50
Acute toxicity (mg/kg bw) = >5000 quotient = <0.01
Reprod. toxicity (mg/kg bw/d) = 3861 quotient = 0.01

* Effective application rate = Maximum application rate x MAF of 1 (one application)

Table 9.3-13: Ratio of effective application rate to toxicity endpoints for mammals exposed to
dicamba

Effective application rate (g/ha)” = 200

Acute toxicity (mg/kg bw) = 1581 quotient = 0.13

Reprod. toxicity (mg/kg bw/d) = 150 quotient = 1.33

* Effective application rate = Maximum application rate x MAF of 1 (one application)

The resulting ratios fall below the trigger of 50 indicating that further assessment of the acute and long-
term risk to mammals from drinking water from puddles is not required for prosulfuron, nicosulfuron and
dicamba.

9.3.2.4 Effects of secondary poisoning

Prosulfuron has a log Pow of 1.5 at pH 5, nicosulfuron has a log Pow value of 0.6 and its major aquatic
metabolites ASDM, AUSN and HMUD have log Pow values of <1.0. The value for dicamba is 0.55 — 1.9

(at pH 5.0 — 8.9) and for its metabolite DCSA is -0.84 (pH 6.8). Therefore it is not necessary to consider
risk from secondary poisoning for prosulfuron, dicamba or nicosulfuron.

Risk assessment for earthworm-eating mammals via secondary poisoning
Not required.

Risk assessment for fish-eating mammals via secondary poisoning
Not required.

9.3.2.5 Biomagnification in terrestrial food chains

Not relevant.

9.3.3 Risk assessment for baits, pellets, granules, prills or treated seed

Not relevant.
9.34 Overall conclusions

The acute and long-term risks of A18385B to wild mammals were assessed from toxicity exposure ratios
between toxicity endpoints, estimated from studies with prosulfuron, nicosulfuron and dicamba and
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A18385B, and maximum residues occurring on food items following applications according to the use
pattern. The risk to birds from exposure via drinking water has also been assessed.

The TER values, calculated for recommended scenarios, all exceed the trigger values of 10 for acute and 5
for long-term risk at Screening step or for chronic exposure to prosulfuron at Tier 1, thus indicating
acceptable risk to mammals from the proposed use. Acceptable risk to mammals from exposure via drinking
water was also shown.

Review Comments:

All TER values exceed the relevant triggers indicating that A18385B does not pose an unacceptable risk
to mammals following applications according to recommended use pattern.

Evaluation of exposing to birds through the drinking water demonstrated the acceptable risk. Since the
log Pow Vvalue of prosulfuron, nicosulfuron, dicamba, and their relevant metabolites are all below the
trigger of 3, the evaluation of the risk of secondary poisoning is not triggered.

94 Effects on other terrestrial vertebrate wildlife (reptiles and amphibians) (KCP
10.1.3)

No relevant data on amphibians and reptiles are available for prosulfuron, nicosulfuron and dicamba.
Regarding assessment of potential effects on reptiles and amphibians neither guidance documents nor
testing guidelines are available at present. Consequently no further assessment of potential effects on
reptiles and amphibians will be presented in this document.

9.5 Effects on aquatic organisms (KCP 10.2)

951 Toxicity data

Studies on the toxicity to aquatic organisms have been carried out with prosulfuron, nicosulfuron, dicamba
and relevant metabolites. Full details of these studies are provided in the respective EU RAR and DAR and
related documents.

Effects on aquatic organisms of A18385B were not evaluated as part of the EU assessment of prosulfuron,
nicosulfuron and dicamba but were evaluated in Central zone for product authorization of A18385B.
Product data submitted with this application are listed in Appendix 1 and summarised in Appendix 2.

The selection of studies and endpoints for the risk assessment is in line with the results of the EU review
process. However, for proposed deviations, justifications are provided below.

Table 9.5-1: Endpoints and effect values relevant for the risk assessment for aquatic
organisms — prosulfuron and relevant metabolites
Species Substance Exposure Results Reference
System
Oncorhynchus mykiss | Prosulfuron 96 h, s LCso > 100 mg a.S./L nom EFSA Journal
2014;12(9):3815
Oncorhynchus mykiss | Prosulfuron 9% h, f LCso > 160 mg a.S./L mm EFSA Journal
2014;12(9):3815
Lepomis macrochirus | Prosulfuron 9% h, s LCso > 100 mg a.s./L nom EFSA Journal
2014;12(9):3815
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Species Substance Exposure Results Reference
System
Lepomis macrochirus | Prosulfuron 96 h, f LCso > 155 mg a.S./L mm EFSA Journal
2014;12(9):3815
Cyprinus carpio Prosulfuron 9% h, s LCso > 100 mg a.s./L nom EFSA Journal
2014;12(9):3815
Cyprinodon Prosulfuron 9% h, f LCso > 155 mg a.s./L mm EFSA Journal
variegatus 2014;12(9):3815
Ictalurus punctatus | Prosulfuron 96 h, s LCso > 100 mg a.5./L nom EFSA Journal
2014;12(9):3815
Oncorhynchus mykiss | CGA159902 9% h,s LCs0 63 mg a.s./L nom EFSA Journal
2014;12(9):3815
Oncorhynchus mykiss | CGA300406 9% h, s LCso > 100 mg a.s./L nom EFSA Journal
2014;12(9):3815
Oncorhynchus mykiss | CGA150829 9% h, s LCso > 200 mg a.s./L nom EFSA Journal
2014;12(9):3815
Oncorhynchus mykiss | CGA349707 96 h, f LCso > 42 mg a.s./L mm EFSA Journal
2014;12(9):3815
Pimephales promelas | Prosulfuron 374, f NOEC = 150 mg a.S./L mm EFSA Journal
2014;12(9):3815
Oncorhynchus mykiss | Prosulfuron 21d, f NOEC =5.80 mg a.s./L nom |EFSA Journal
2014;12(9):3815
Daphnia magna Prosulfuron 48 h, f ECs0 > 120 mg a.s./L mm EFSA Journal
2014;12(9):3815
Mysidopsis bahia Prosulfuron 96 h, f ECso > 150 mg a.S./L mm EFSA Journal
2014;12(9):3815
Crassostrea virginica | Prosulfuron 96 h, f ECso > 125 mg a.S./L mm EFSA Journal
2014;12(9):3815
Daphnia magna CGA159902 48 h, s ECso 74 mg/L nom EFSA Journal
2014;12(9):3815
Daphnia magna CGA300406 48 h, s ECso0 > 100 mg/L nom EFSA Journal
2014;12(9):3815
Daphnia magna CGA150829 24 h,s ECs0 > 100 mg/L nom EFSA Journal
2014;12(9):3815
Daphnia magna CGA150829 48 h, s ECso = 16 mg/L nom EFSA Journal
2014;12(9):3815
Daphnia magna CGA150829 48 h, s ECso > 99 mg/L mm EFSA Journal
2014;12(9):3815
Daphnia magna CGA150829 48 h, s ECso0 > 100 mg/L nom EFSA Journal
2014;12(9):3815
See justification
below
Daphnia magna CGA349707 48 h, s ECs0 > 100 mg/L nom EFSA Journal
> 2.8 mg/L (considering 2014;12(9):3815
solubility)
Daphnia magna Prosulfuron 21d, ss NOEC =32 mg a.S./L nom EFSA Journal

2014;12(9):3815
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Species Substance Exposure Results Reference
System
Daphnia magna Prosulfuron 21d,f NOEC = 148 mg a.S./L mm EFSA Journal
2014;12(9):3815
Daphnia magna CGA150829 21d, ss NOEC =97 mg/L mm EFSA Journal
2014;12(9):3815
Pseudokirchneriella | Prosulfuron 120 h, s E/Cs0 = 0.0106 mg a.s./L mm |EFSA Journal
subcapitata (not considered valid during |2014;12(9):3815
EU review)
Pseudokirchneriella | Prosulfuron 72h,s ErCs0 =0.074 mg a.s./L mm @ | EFSA Journal
subcapitata EpCso = 0.016 mg a.S./L mm 2014;12(9):3815
Anabaena flos-aquae | Prosulfuron 120 h, s E/Cs0 > 0.0272 mg a.s./L mm |EFSA Journal
2014;12(9):3815
Navicula pelliculosa | Prosulfuron 120 h, s E/Cs0 > 0.0836 mg a.s./L mm |EFSA Journal
2014;12(9):3815
Skeletonema Prosulfuron 120 h, s E/Cs0 > 0.0286 mg a.s./L mm |EFSA Journal
costatum 2014;12(9):3815
Anabaena flos-aquae | Prosulfuron 72h,s E/Cso = 1.160 mg a.s./L mm EFSA Journal
EyCso = 0.530 mg a.s./L mm |2014;12(9):3815
Scenedesmus CGA159902 72h,s ErCso = 238 mg/L nom 2 EFSA Journal
subspicatus EpCso = 86 mg/L nom 2014;12(9):3815
Pseudokirchneriella | CGA300406 72h,s ErCso > 100 mg/L nom EFSA Journal
subcapitata 2014;12(9):3815
Scenedesmus CGA150829 72h,s EnCso > 90 mg/L nom EFSA Journal
subspicatus 2014;12(9):3815
Pseudokirchneriella | CGA150829 72h,s ErCso > 10 mg/L nom EFSA Journal
subcapitata 2014;12(9):3815
Pseudokirchneriella | CGA150829 72h,s ECso > 100 mg/L nom? EFSA Journal
subcapitata EbCso > 100 mg/L nom 2014;12(9):3815
Pseudokirchneriella | CGA349707 72h,s ErCso > 64.3 mg/L mm 2 EFSA Journal
subcapitata EnCso > 64.3 mg/L mm 2014;12(9):3815
Lemna gibba Prosulfuron 14d,s ECso = 0.00126 mg a.s./L mm |EFSA Journal
2014;12(9):3815
Lemna gibba Prosulfuron (tested as |7 d, s ErCso = 0.0029 mg f.p./L nom | EFSA Journal
A8714C) (0.00212 mg a.s./L) ® 2014;12(9):3815
EyCso = 0.0018 mg f.p./L nom
(0.00131 mg a.s./L)
Lemna gibba CGA150829 7d,s ErCso > 100 mg/L nom?® EFSA Journal
EpCso > 100 mg/L nom 2014;12(9):3815
Lemna gibba CGA150829 7d,s ErCso > 100 mg/L nom?® EFSA Journal
EpCso > 100 mg/L nom 2014;12(9):3815
Lemna minor CGA150829 7d,ss E/Cso > 100 mg/L nom? EFSA Journal
EuCso > 100 mg/L nom 2014;12(9):3815
Lemna gibba CGA150829 14 d, ss ECso > 10 mg/L nom® EFSA Journal
EpCso > 10 mg/L nom 2014;12(9):3815
Lemna gibba SYN542604 7d,s ErCso > 104 mg/L mm EFSA Journal

EpCso > 104 mg/L mm

2014;12(9):3815
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Species Substance Exposure Results Reference
System
Lemna gibba CGA325025 7d,s ErCs0 = 1.6 mg/L mm? EFSA Journal
EyCso = 0.83 mg/L mm 2014;12(9):3815

Higher-tier studies (micro- or mesocosm studies)

Not required

s: static; ss: semi-static; f: flow-through; nom: based on nominal concentrations; mm: based on mean measured concentrations; im:
based on initial measured concentrations
@ According to the provisions of the new Guidance Document on Aquatic Ecotoxicology (2013), E:Cso endpoints were chosen for

the risk assessment if available, see justification below
In bold: Endpoints used for risk assessment

Table 9.5-2;

Endpoints and effect values relevant for the risk assessment for aquatic
organisms — nicosulfuron and relevant metabolites

Species

Substance

Exposure System

Results

Reference

Oncorhynchus mykiss

Nicosulfuron

96 h, s

LCso=65.7 mg a.s./L

EFSA Scientific
Report (2007) 120, 1-
91

Lepomis macrochirus

ASDM

96 h, s

LCso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Brachydanio rerio

AUSN

96 h, s

LCso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Oncorhyncus mykiss

MU-466

96 h, s

LCso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Oncorhyncus mykiss

HMUD

96 h, s

LCso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Oncorhyncus mykiss

ADMP

96 h, s

LCso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Oncorhynchus mykiss

Nicosulfuron

28d, ss

NOEC =10
mg a.s./L nom

EFSA Scientific
Report (2007) 120, 1-
91

Daphnia magna

Nicosulfuron

48 h, s

ECs0>90 mg a.s./L

EFSA Scientific
Report (2007) 120, 1-
91

Daphnia magna

ASDM

48 h, s

ECso > 954 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Daphnia magna

AUSN

48 h, s

ECso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Daphnia magna

MU-466

48 h, s

ECso > 100 mg/L

EFSA Scientific
Report (2007) 120, 1-
91

Daphnia magna

HMUD

48 h, s

ECso > 100 mg/L

EFSA Scientific
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Species Substance Exposure System | Results Reference
Report (2007) 120, 1-
91
Daphnia magna UCSN 48h, s ECso > 100 mg/L EFSA Scientific
Report (2007) 120, 1-
91
Daphnia magna ADMP 48 h,s ECso > 100 mg/L EFSA Scientific
Report (2007) 120, 1-
91
Daphnia magna Nicosulfuron 21d, ss NOEC =5.2 EFSA Scientific
mg a.s./L Report (2007) 120, 1-
91
Anabaena flos-aque | Nicosulfuron 72h,s EnCso = 7.8 mg a.s./L | EFSA Scientific
ErCso =8.4 mg a.s./L |Report (2007) 120, 1-
91
Pseudokirchneriella | ASDM 72h,s ErCso > 336 mg/L EFSA Scientific
subcapitata EpCso > 54 mg/L Report (2007) 120, 1-
91
Scendesmus AUSN 72h,s ErCso > 100 mg/L EFSA Scientific
subspicatus EpCso > 100 mg/L Report (2007) 120, 1-
91
Scendesmus MU-466 72h,s E/Cso > 100 mg/L EFSA Scientific
subspicatus EpCso > 84.4 mg/L Report (2007) 120, 1-
91
Scendesmus HMUD 72h,s ErCso > 100 mg/L EFSA Scientific
subspicatus EpCso > 100 mg/L Report (2007) 120, 1-
91
Scendesmus UCSN 72h,s ErCso > 100 mg/L EFSA Scientific
subspicatus EnCso > 100 mg/L Report (2007) 120, 1-
91
Scendesmus ADMP 72h,s ErCso > 100 mg/L EFSA Scientific
subspicatus EpCso > 100 mg/L Report (2007) 120, 1-
91
Lemna gibba Nicosulfuron 7d,s ECso (frond count) = | EFSA Scientific
0.0017 mg a.s./L Report (2007) 120, 1-
ErCso (growth rate) = |91
0.0027 mg a.s./L
Myriophyllum Nicosulfuron 7d,s ECso =3.071 mg Wenzel, 2010
aquaticum a.s./L? Report no. 185 NIS
Lemna gibba ASDM 7d,s ErCso > 100 mg/L EFSA Scientific
EpCso > 100 mg/L Report (2007) 120, 1-
91
Lemna gibba AUSN 7d,s ErCso > 100 mg/L EFSA Scientific
EpCso > 100 mg/L Report (2007) 120, 1-
91
Lemna gibba HMUD 7d,s ErCso> 1 mg/L EFSA Scientific
EpCso > 1 mg/L L Report (2007) 120, 1-
91
Lemna gibba UCSN 7d,s ErCso > 100 mg/L EFSA Scientific
EpCso > 100 mg/L Report (2007) 120, 1-
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Species

Substance

Exposure System

Results

Reference

91

s: static; ss: semi-static; f: flow-through; nom: based on nominal concentrations; mm: based on mean measured concentrations;
im: based on initial measured concentrations
@ Additional data generated since the EU review (Wenzel, 2010;unpublished report no. 185 NIS; data owned by Cheminova).
Available to Syngenta by Letter of Access from Cheminova and is submitted for the evaluation of product authorisation of
A18385B. Not used for risk assessment as it is not most sensitive endpoint.
In bold: Endpoints used for risk assessment

Table 9.5-3: Endpoints and effect values relevant for the risk assessment for aquatic
organisms — dicamba and relevant metabolites
Species Substance Exposure System | Results Reference
Cyprinus carpio Dicamba 9% h, s LCso > 100 EFSA Journal
mg a.s./L nom 2011,9(1)1965
Oncorhynchus mykiss | DCSA 9% h, s LCso >100 mg/L mm | EFSA Journal
2011;9(1):1965
Oncorhynchus mykiss | Dicamba 21d,ss NOEC =180 EFSA Journal
mg a.s./L nom 2011;9(1):1965
Daphnia magna Dicamba (testedas |48 h,s ECso > 41 EFSA Journal
Banvel 480 SL) mg a.S./L nom 2011;9(1):1965
Daphnia magna DCSA 48 h, s ECso = 89 mg/L EFSA Journal
2011;9(1):1965
Daphnia magna Dicamba 214d,ss NOEC =97 EFSA Journal
mg a.s./L mm 2011;9(1):1965
Pseudokirchneriella | Dicamba 72h,s ECs0>3.7mga.s./L |Dicamba DAR 2007,
subcapitata revised September
2010 and October
2010
Skeletonema Dicamba 72h,s ExCso = 1.8 mga.s./L |EFSA Journal
costatum E/Cso>4.1 mgas./L |2011;9(1):1965
Navicula pelliculosa |Dicamba 72h,s EpCso > 3.8 mg a.s./L |EFSA Journal
ErCso > 3.8 mga.s./L [2011;9(1):1965
Anabaena flos-aque | Dicamba 72h,s EpCso >32mgas./L |EFSA Journal
E/Cso>32mga.s./L |2011;9(1):1965
Pseudokirchneriella |DCSA 72 h,s EpCso = 118 mg/L mm | EFSA Journal
subcapitata ErCs0 =138 mg/L mm |2011;9(1):1965
Myriophyllum Dicamba 264d,s EpCso > 0.45 mg a.s./L | EFSA Journal
spicatum nom 2011;9(1):1965
ErCso0 > 0.45 mg
a.s./L. nom
Lemna gibba Dicamba 7d,s EbnCso > 3.25 mg EFSA Journal
a.s./L 2011;9(1):1965
ErC5o n.a.
Lemna gibba DCSA 7d,s EpCso = 11.9 mg/L EFSA Journal

ErCso > 73 mg/L

2011;9(1):1965

s: static; ss: semi-static; f: flow-through; nom: based on nominal concentrations; mm: based on mean measured concentrations;
im: based on initial measured concentrations
In bold: Endpoints used for risk assessment

VV-876674



A18385B / Spandis Page 40 /206

Part B — Section B9 — PL Core Assessment Template for chemical PPP
ZRMS version Version March 2022
Table 9.5-4: Endpoints and effect values relevant for the risk assessment for aquatic
organisms — A18385B
Species Substance Exposure Results Reference
System
Pseudokirchneriella |A18385B 72h,s ErCs0=0.73 mg/L Liedtke A, 2013
subcapitata E,Cso = 0.30 mg/L (A18385B_10020)
EuCso = 0.34 mg/L
Lemna gibba A18385B 7d,s ECso (growth rate) = |Liedtke A, 2013a
0.010 mg/L (A18385B_10021)
ECso (dry weight) =
>0.060 mg/L
EpCso (frond no.
yield)=0.017 mg/L
Higher-tier studies (micro- or mesocosm studies)
Not required

s: static; ss: semi-static; f: flow-through; nom: based on nominal concentrations; mm: based on mean measured concentrations
In bold: Endpoints used for risk assessment

Tests conducted with A18385B with fish and Daphnia were not considered essential and were therefore
not carried out in accordance with the proposals for testing in the Aquatic Guidance Document, since algae
and macrophytes are clearly the most sensitive groups for this herbicide.

9.5.1.1 Justification for new endpoints

Acute endpoint for Daphnia magna exposed to metabolite CGA150829

Syngenta do not agree with the acute Daphnia endpoint for metabolite CGA150829 of 16 mg/L. The study
upon which the endpoint is based was not conducted in compliance with the principles of GLP, nor was
there any analytical determination of test substance concentrations performed during the test. Another acute
Daphnia endpoint of >100 mg/L is available (EFSA Scientific Report, 2014; 12(9):3815) and will be used
in the risk assessment.

Review Comments:

ZRMS does not agree with the change in the acute Daphnia endpoint for metabolite CGA150829.
Additionally, Daphnia magna is not an issue of concern because risk assessment is clearly driven by
high toxicity of prosulfuron to aquatic plants. Thus, acute endpoint for invertebrates reported in the LoEP
(ECso = 16 mg/L) will be use in the risk assessment.

Relevant endpoint for algae and aquatic macrophytes risk assessment for prosulfuron

According to the recommendations in the “Guidance document on tiered risk assessment for plant
protection products for aquatic organisms in edge-of-field surface waters (EFSA Journal 2013, 11(7):3290)
in the context of Regulation (EC) No 1107/2009”, as provided by the Commission Services (SANTE-2015-
00080, 15 January 2015), focus on growth rate endpoints for algae and aquatic macrophytes are
recommended for European risk assessment. The advantages of using growth rate are that growth rate is
less dependent on study duration and is relevant to ‘recovery potential‘. Therefore, E.Cso values will be
used as relevant endpoints in the algae and aquatic macrophytes risk assessment.

For algae, the E/Cso derived from the Grade (1996) study with P. subcapitata will be used in the risk

assessment for prosulfuron. It was agreed during EU review that this study is valid and provides the relevant
algae endpoint for use in the risk assessment.
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Relevant endpoint for aquatic macrophytes and nicosulfuron

In the final addendum to DAR for nicosulfuron (July 2007), the endpoint for the aquatic macrophyte Lemna
was further discussed: "The endpoint for the aquatic macrophyte, Lemna, was queried (Reporting table
5(9). The endpoint for toxicity studies was based on effects on growth not mortality. The RMS acknowledges
that the original DAR may have been open to miss-interpretation on this point. The endpoint used in risk
assessment was the lowest given in the study which was based on 50% reduction of frond number at day 7.
Unlike the E.Csoand EnCso the calculation of frond number ECso does not involve a logarithmic conversion
and is not a standard endpoint in the current OECD 221 test guideline. The standard endpoints, the E,Cso
and the ExCso were 2.7 and 3.4 ug a.s./L respectively. TERs for the lower of these, 2.7 ug a.s./L will be used
in the risk assessment as well as the absolute lowest endpoint previously chosen, the ECso based on frond
number, 1.7 ug a.s./L which will be retained for comparison".

Thus, a Tier 1 risk assessment is presented based E;Cso 0of 0.0027 mg a.s./L as well as on the ECso of 0.0017
mg a.s./L whereas the higher tier risk assessment is based on the relevant growth rate endpoint.

95.2 Risk assessment

The evaluation of the risk for aquatic organisms was performed in accordance with the recommendations
of the “Guidance document on tiered risk assessment for plant protection products for aquatic organisms in
edge-of-field surface waters (EFSA Journal 2013, 11(7):3290) in the context of Regulation (EC) No
1107/2009”, as provided by the Commission Services (SANTE-2015-00080, 15 January 2015).

The relevant global maximum FOCUS Step 1, 2 and 3 PECsw for risk assessments covering the proposed
use pattern and the resulting PEC/RAC ratios are presented in the table below.

To achieve a concise risk assessment, the risk envelope approach is applied in the Tier 1 risk assessment.
Here, for prosulfuron, nicosulfuron, dicamba and relevant metabolites, the relevant endpoint values are
compared to the maximum FOCUS PECsw ensuring that the aquatic risk from all intended uses is covered
(see 9.1.2).

For the formulated product A1838B the relevant endpoint values for algae and aquatic macrophytes are
compared to the maximum PECsw from entry through spray-drift immediately after a single application
ensuring that the aquatic risk from all intended uses is covered.

Table 9.5-5: Derivation of RAC values used in the Tier 1 risk assessment — prosulfuron and
relevant metabolites
Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)

Oncorhynchus Prosulfuron 9% h, s LCso > 160 000 |100 1600
mykiss

Oncorhynchus CGA159902 96 h, s LCso =63000 |100 630
mykiss

Oncorhynchus CGA300406 96 h, s LCso > 100 000 |100 1000
mykiss

Oncorhynchus CGA150829 9% h, s LCso > 200 000 |100 2000
mykiss

Oncorhynchus CGA349707 9% h, s LCso>42000 |100 420
mykiss
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Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)

Oncorhynchus Prosulfuron 214d,f NOEC =5800 |10 580
mykiss

Daphnia magna Prosulfuron 48 h, f ECso> 120000 |100 1200
Daphnia magna CGA159902 48 h, s ECs0=74000 |100 740
Daphnia magna CGA300406 48 h, s ECso > 100000 |100 1000
Daphnia magna CGA150829 48 h, s ECs=16 000 |100 160
Daphnia magna CGA349707 48 h, s ECso > 2 800 100 28
Daphnia magna Prosulfuron 21d,ss NOEC =32 000 |10 3200
Daphnia magna CGA150829 21d,ss NOEC >97 000 |10 9700
Pseudokirchneriella | Prosulfuron 72h,s ECso =74 10 74
subcapitata

Scenedesmus CGA159902 72h,s E/Cs0 =238 000 |10 23 800
subspicatus

Pseudokirchneriella | CGA300406 72h,s E/Cso > 100 000 |10 10 000
subcapitata

Pseudokirchneriella| CGA150829 72h,s E/Cs0>10000 |10 1000
subcapitata

Pseudokirchneriella| CGA349707 72h,s E/Cs0>64300 |10 6430
subcapitata

Lemna gibba Prosulfuron 7d,s ECso=2.12 10 0.212

(as formulation
AB8714C)
Lemna gibba CGA150829 7d,s E/Cso > 100 000 |10 10 000
Lemna gibba SYN542604 7d,s E:Cso > 104 000 |10 10 400
Lemna gibba CGA325025 7d,s E:Cs0 = 1 600 10 160
Table 9.5-6: Derivation of RAC values used in the risk assessment — nicosulfuron and
relevant metabolites
Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)

Oncorhynchus Nicosulfuron 96 h, s LCso=65700 |100 657
mykiss

Oncorhynchus HMUD 96 h, s LCso > 100 000 |100 1000
mykiss

Brachydanio rerio | AUSN 96 h, s LCso > 100 000 |100 1000
Lepomis ASDM 96 h, s LCso > 100000 |100 1000
macrochirus

Oncorhynchus ADMP 96 h, s LCso > 100 000 |100 1000
mykiss

Oncorhynchus Nicosulfuron 284, ss NOEC =10000 |10 1000
mykiss
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Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)
Daphnia magna Nicosulfuron 48 h, s ECs=90000 |100 900
Daphnia magna HMUD 48 h, s ECso > 100 000 |100 1000
Daphnia magna AUSN 48 h, s ECso > 100 000 |100 1000
Daphnia magna ASDM 48 h, s ECso > 954 000 |100 9 540
Daphnia magna ADMP 48 h, s ECso > 100000 |100 1000
Daphnia magna UCSN 48 h, s ECso > 100 000 |100 1000
Daphnia magna Nicosulfuron 21d,ss NOEC=5200 |10 520
Anabaena flos- Nicosulfuron 72h,s EnCso = 7 800 10 780
aquae
Scenedesmus HMUD 72h,s ECs > 100000 |10 10 000
subspicatus
Scenedesmus AUSN 72h,s ECs > 100000 |10 10 000
subspicatus
Pseudokirchneriella| ASDM 72h,s E/Cs0>336 000 |10 33600
subcapitata
Pseudokirchneriella | UCSN 72h,s ECs > 100000 |10 10 000
subcapitata
Scenedesmus ADMP 72h,s ECs > 100000 |10 10 000
subspicatus
Lemna gibba Nicosulfuron 7d,ss ECs =1.70 10 0.17
(frond)
ECso = 2.70% 10 0.27
(growth)
Lemna gibba HMUD 7d,ss ECso > 1 000 10 100
Lemna gibba AUSN 7d,ss ECso > 100000 |10 10 000
Lemna gibba ASDM 7d,ss ECso > 100000 |10 10 000
Lemna gibba UCSN 7d,ss ECso > 100 000 |10 10 000
Higher-tier studies (micro- or mesocosm studies)
Not required.

Table 9.5-7: Derivation of RAC values used in the risk assessment — dicamba and relevant
metabolites
Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)
Cyprinus carpio Dicamba 96 h, s LCso > 100 000 |100 1000
Oncorhynchus mykiss | DCSA 96 h, s LCso > 100 000 |100 1000
Oncorhynchus . 21d,ss NOEC =180 10 18 000
- Dicamba

mykiss 000

Daphnia magna Dicamba 48 h, s ECs0>41000 |100 410
Daphnia magna DCSA 48 h, s ECs=89000 |100 890
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Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)

Daphnia magna Dicamba 214, ss NOEC =97 000 |10 9700

Dicamba 72h,s ECs > 10 380
3800

Navicula

pelliculosa

Skeletonema Dicamba 72h,s EbCso > 4 100 10 410

costatum

Pseudokirchneriella| DCSA 72h,s EnCso =138 000 |10 13 800

subcapitata

Myriophyllum Dicamba 26 d, ss ErCso > 450 10 45

spicatum

Lemna gibba Dicamba 7d,ss EnCso > 3 250 10 325

Lemna gibba DCSA 7d,ss E/Cso>73000 |10 7 300

Higher-tier studies (micro- or mesocosm studies)

Not required.

Table 9.5-8: Derivation of RAC values used in the risk assessment — A18385B

Species Substance Exposure Results Assessment RAC
System (ng/L) Safety factor (ng/L)

Pseudokirchneriella | A18385B 72h,s E/Cso =730 10 73

subcapitata

Lemna gibba A18385B 7d,s ECso =10 10 1.0
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In the following tables, the ratios between predicted environmental concentrations in surface water bodies (PECsw, PECseq) and regulatory acceptable concentrations
(RAC) for aquatic organisms are given per intended use for each FOCUS scenario relevant for Poland and each organism group.

Prosulfuron and metabolites

The following risk assessment for prosulfuron was updated based on new PECaw on request of Poland.
For the initial risk assessment, the TER values for prosulfuron have been calculated using maximum FOCUS Step 1 - 3 PECsw values for maize at 16 and 20 g a.s./ha.
A conservative Erosulfuron Iaborator‘ deiradation rate DTs of 62.1 dais was used for Tier 1 . *

The TER values for prosulfuron metabolites have been calculated using FOCUS Step 1 PECsw values for application to maize at 20 g a.s./ha.

Table 9.5-9: Aguatic organisms: acceptability of risk (PEC/RAC < 1) for prosulfuron for each organism group based on maximum FOCUS Steps 1,
2 and 3 calculations for the use of A18385B in maize (16 g a.s./ha)
Group Fish acute Fish prolonged Inverteb. acute Inverteb. prolonged Algae Aquatic macrophyte
RAC (ug/L) 1600 580 1200 3200 7.4 0.212
- PEC gl-max
FOCUS Scenario
(ng/L)
Step 1
5.40 0.003 0.009 0.005 0.002 0.73 25

Step 2 (Tier 1, DTsosa = 62.1 d)

N-Europe 0.90 <0.001 0.002 <0.001 <0.001 0.12 4.2
S-Europe 1.65 <0.001 0.003 <0.001 <0.001 0.22 7.8

Step 2 (Tier 2, DTsosieis = 18.7 d)

N-Europe 0.82 <0.001 0.001 <0.001 <0.001 0.11 3.9
S-Europe 1.50 <0.001 0.003 <0.001 0.001 0.20 71

—
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Group Fish acute Fish prolonged Inverteb. acute Inverteb. prolonged Algae Aquatic macrophyte
Step-3-{Maize16-g-a:s/ha-Tier 1-DTsoi0=62-1-¢)

D3--diten 0-289 | | | | | 4
D4-/-pond 0-376 | | | | | 8
Dé-stream 0-189 | | | | | 0-89
Ri-+pend 0-006 | | | | I 003
Ri/stream 0172 | | | | | 0-81
Step-3-Maize16-g-a-s/ha-Fier2-DFso iele-=20-8-6)

D3--diteh 0-093 | | | | | 044
D4--pond 0-024 | | | | | 01t
D4-fstream 0075 | | | | I 035
Ri-+pond 0-005 | | | | | 002
Ri/stream 0-168 | | | | | 079
Step 3 (Maize, 16 g as./ha, Tier 1, DTsosa = 62.1 d, PUF = 0)

D3/ ditch 033 | | | | | 16
D4/ pond 0.48 | | | | | 2.3
D4/ stream 0.24 | | | | | 11
R1/pond <0.01 | | | | | 0.028
R1/stream 0.18 | | | | | 0.84
Step 3 (Maize, 16 g as./ha, Tier 2, DTsofiels = 18.7 d, PUF = 0.15)

D3/ ditch 0.09 | | | | | 0.42
D4/ pond 0.02 | | | | | 0.087
D4 / stream 0.07 | | | | | 0.35
R1/pond <0.01 | | | | | 0.027

1
e’}
\‘
o
»
\‘
N
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Group

Fish acute

Fish prolonged

Inverteb. acute

Inverteb. prolonged

Algae

Aquatic macrophyte

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant trigger of 1 are shown in bold

VV-876674



A18385B / Spandis
Part B — Section B9 — PL Core Assessment
zZRMS version

Page 48 /206
Template for chemical PPP
Version March 2022

Table 9.5-10: Agquatic organisms: acceptability of risk (PEC/RAC < 1) for prosulfuron for each organism group based on maximum FOCUS Steps 1,
2 and 3 calculations for the use of A18385B in maize (20 g a.s./ha)

Group Fish acute Fish prolonged Inverteb. acute Inverteb. prolonged Algae Agquatic macrophyte
RAC (ung/L) 1600 580 1200 3200 7.4 0.212
FOCUS
Scenario PEC gl-max (p.g/L)

0.004 0.012 0.006 0.002 0.912 32
N-Europe 1.12 0.001 0.002 0.001 <0.001 0.151 5.3
S-Europe 2.06 0.001 0.004 0.002 0.001 0.278 9.7
N-Europe 1.03 <0.001 0.002 <0.001 <0.001 0.14 s
S-Europe 188 0.001 0.003 0.002 <0.001 0.25 8.9
D3-/-ditch 0-368 | | I I | B
D4-/-pond 0:478 I I | | I =
D4-f-stream 0-240 | | | | | =
Ri-+pond 0-007 | | | | | 003
Ri-+stream 0-284 | | | | | 0
Step-3-(Maize-20-g-a-s/ha-Fier 2D Fso el =20-8-¢)
D3-/ditch 0117 | I I | 055
B4-/pond 0-031 | | I | 015

VV-876674



A18385B / Spandis Page 49 /206

Part B — Section B9 — PL Core Assessment Template for chemical PPP
ZRMS version Version March 2022
Group Fish acute Fish prolonged Inverteb. acute Inverteb. prolonged Algae Agquatic macrophyte
D4-f-strearm 0-095 I | | | | 0-45
Ri-+pond 0:007 I | ! ! I 003
Ri+stream 0-210 I | | | | 099

Step 3 (Maize, 20 g a.s./ha, Tier 1, DTsoia = 62.1 d, PUF = 0)

D3/ ditch 0.43 | | | | | 2
D4/ pond 0.61 | | | | | 28
D4/ stream 0.30 | | | | | i
R1/pond <0.01 | | | | | 0.035
R1/stream 0.222 | | | | | L]
Step 3 (Maize, 20 g a.s./ha, Tier 2, DTsoiers = 18.7 d, PUF = 0.15)

D3/ ditch 0.11 | | | | | 053
D4/ pond 0.02 | | | | | 0.11
D4/ stream 0.09 | | | | | 0
R1/pond <0.01 | | | | | 0.033
R1/stream 0.214 | | | | | (L]

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant trigger of 1 are shown in bold.
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For the intended uses, calculated PEC/RAC ratios did not indicate an acceptable risk for the most sensitive
group of aquatic organisms (risk for aquatic plants as characterised by an E,Cso for Lemna gibba of 2.12
pg/L in connection with an assessment factor of 10) in several FOCUS Step 3 scenarios. Therefore, further
refinement is required.
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Refined risk assessment prosulfuron — FOCUS Step 4

Even though safe use can be demonstrated when based on FOCUS Step 3 Tier 2 calculations, for scenarios
that are not safe at FOCUS Step 3 Tier 1 further PEC/RAC ratios were calculated based on FOCUS Step 4
PECsw considering reduced exposure of surface water bodies as an additional refinement option.

Table 9.5-13: Aquatic organisms: higher-tier risk assessment for acceptability of risk
(PEC/RAC < 1) for prosulfuron incorporating exposure mitigation options for
maize (1 X 16 g a.s./ha)

Group Aquatic Aquatic
macrophyte macrophyte
RAC (ng/L) 0.212 0.212
Step 4 FOCUS Scenario (Tier 1, DTso1a0 = 62.1 d, PUIEE)
Vegetated filter strip (m) 1012 18-20
Spray drift buffer (m) 10 20
Drift-reducing nozzles (%0) - -
PECsw (ng/L) PEC/RAC PECsw (ng/L) PEC/RAC
D3-diteh 0220 0 Aok Aok
D4-+pond 0376 18 0-376 18
D3/ ditch 027 13 0.27 13
D4/ pond 0.48 28 0.48 28
D4/ steam 0.24 11 0.24 11

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold
2 Scenarios are considered for refinement that are not safe based on max FOCUS Step 3 PECsw, see Table 9.5-9.
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Table 9.5-14: Agquatic organisms: higher-tier risk assessment for acceptability of risk

(PEC/RAC < 1) for prosulfuron incorporating exposure mitigation options for
maize (1 x 20 g a.s./ha)

Group Aquatic Aquatic
macrophyte macrophyte
RAC (ng/L) 0.212 0.212

Step 4 FOCUS Scenario (Tier 1, DTsoa0 = 62.1 diPUEEI0) *

Vegetated filter strip (m) | 10 [GRINORIRD 20 (only for R1)
Spray drift buffer (m) 10 20
Drift-reducing nozzles (%0) - -
PECsw (ng/L) PEC/RAC PECsw (ng/L) PEC/RAC
D3-diteh 0-281 3 0-280 3
D4-+pond 0-478 23 0-478 =
Dé-stream 0-240 1 0-240 1
D3/ ditch 034 i 0.34 16
D4/ pond 0.61 28 0.61 28
D4/ stream 0.30 i 0.30 14
R1/stream 0.09 0.43 0.05 0.22
Step 4 FOCUS Scenario (Tier 2, DioeasiciacoPUESIons)
Vegetated filter strip (m) 10 20
Spray drift buffer (m) 10 20

Drift-reducing nozzles (%0) - -
PECsw (ng/L) PEC/RAC PECsw (ng/L) PEC/RAC

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold
a Scenarios are considered for refinememnt that are not safe based on max FOCUS Step 3 PECsw, see Table 9.5-10.
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—

When based on Tier 1 FOCUS Step 4 values, acceptable risk to aquatic organisms (represented by most
sensitive E,Csy for Lemna gibba of 2.12 pug/L) is indicated for & scenario at 16 g a.s./ha

An overview on the safe uses for prosulfuron for all relevant scenarios in maize for Poland is presented in
the tables below.

Table 9.5-16: Aquatic organisms: overview refinement options / mitigation requirements for
prosulfuron following use in maize (1 x 16 g a.s./ha)

' ' w0 =20:8418.7d, PUF =
Tier 1, DTsoa» = 62.1 o iIEUE Tl-er 2, DTsofield

Scenario Step 3

D3/ditch
D4/pond
D4/stream
R1/pond

R1/stream

Acceptable, Safe use
not relevant due to safe use at FOCUS Step 3
Further refinement required

VFS Vegetated filter strip (run-off buffer)
Table 9.5-17: Agquatic organisms: overview refinement options / mitigation requirements for
prosulfuron following use in maize (1 x 20 g a.s./ha)
Tier 1, DTsou = 62.1 dJPHED T'-er 2, DTsofied
Scenario Step 3 PRSI | Step 4 Step 3 F Step 4
D3/ditch R
D4/pond R R
D4/stream B
R1/pond
10 SD +10
FS
R1/stream R R
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Acceptable, Safe use

n.r.

not relevant due to safe use at FOCUS Step 3

R

Further refinement required

VFS

Vegetated filter strip (run-off buffer)
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Metabolites of prosulfuron

Table 9.5-18: Aquatic organisms: acceptability of risk (PEC/RAC <1) for metabolite
CGA159902 for each organism group based on the maximum FOCUS Step 1 (1
x 20 g a.s./ha)

Group Fish acute Inverteb. acute Algae

RAC (ung/L) 630 740 23 800

FOCUS Scenario | PEC gi-max (ng/L)

Step 1

2.57 0.0048 0.0038 <0.001
Step2 &3
Not relevant as PEC/RAC ratios < 1 already at Step 1

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

Table 9.5-19: Aquatic organisms: acceptability of risk (PEC/RAC <1) for metabolite
CGA300406 for each organism group based on the maximum FOCUS Step 1 (1
x 20 g a.s./ha)

Group Fish acute Inverteb. acute Algae

RAC (ug/L) 1 000 1000 10 000

FOCUS Scenario | PEC gi-max (ug/L)

Step 1

3.60 0.004 0.004 <0.001
Step2 &3
Not relevant as PEC/RAC ratios < 1 already at Step 1

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

Table 9.5-20: Aquatic organisms: acceptability of risk (PEC/RAC <1) for metabolite
CGA150829 for each organism group based on the maximum FOCUS Steps 1
(1x20ga.s./ha)
Group Fish acute Inverteb. Inverteb. Algae Agquatic
acute prolonged macrophyte
RAC (png/L) 2000 160 9700 10 000 10 000
FOCUS Scenario | PEC gi-max (ng/L)
Step 1
1.02 <0.001 0.006 <0.001 0.001 <0.001
Step2 &3
Not relevant as PEC/RAC ratios < 1 already at Step 1

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
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trigger of 1 are shown in bold

Table 9.5-21: Aquatic organisms: acceptability of risk (PEC/RAC <1) for metabolite
CGA349707 for each organism group based on the maximum FOCUS Steps 1
(1x20ga.s./ha)

Group Fish acute Inverteb. acute Algae

RAC (ng/L) 420 28 6 430

FOCUS Scenario | PEC gi-max (ng/L)

Step 1

1.99 0.005 0.071 <0.001
Step2 &3

Not relevant as PEC/RAC ratios < 1 already at Step 1

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

Table 9.5-22: Aquatic organisms: acceptability of risk (PEC/RAC <1) for metabolite
SYNb542604 for each organism group based on the maximum FOCUS Steps 1
(1x20ga.s./ha)

Group Agquatic macrophyte

RAC (ng/L) 10 400

FOCUS Scenario | PEC gi-max (ug/L)

Step 1

2.98 <0.001
Step2 &3

Not relevant as PEC/RAC ratios < 1 already at Step 1

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

Table 9.5-23: Aquatic organisms: acceptability of risk (PEC/RAC <1) for metabolite
CGA325025 for each organism group based on the maximum FOCUS Step 1 (1
x 20 g a.s./ha)
Group Agquatic macrophyte
RAC (ng/L) 160
FOCUS Scenario | PEC gl-max (ug/L)
Step 1
1.53 0.010
Step2 &3
Not relevant as PEC/RAC ratios < 1 already at Step 1

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold
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Nicosulfuron and metabolites

For the initial risk assessment, the TER values for nicosulfuron have been calculated using maximum FOCUS Step 1 - 3 PECsw Vvalues for maize at 40 and 50 g a.s./ha.
The TER values for nicosulfuron metabolites have been calculated using FOCUS Step 1 PECsw values for application to maize at 50 g a.s./ha.

Table 9.5-24: Aquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron for each organism group based on maximum FOCUS Steps
1, 2 and 3 calculations for the use of A18385B in maize (1 x 40 g a.s./ha)
Group Fish acute Fish prolonged Inverteb. acute | Inverteb. prolonged Algae Aquatic macrophyte
0.17 0.27
RAC (ng/L) 657 1000 900 520 840 (Lemna, ExCe) | (Lemna, E:Ceo)
- PEC gl-max
FOCUS Scenario
(ng/L)
Step 1
13.3 0.020 0.013 0.015 0.026 0.016 78 49
Step 2
N-Europe 1.98 0.003 0.002 0.002 0.004 0.002 12 7.3
S-Europe 3.61 0.006 0.004 0.004 0.007 0.004 21 13
Step 3
D3 ditch 0.217 <0.001 <0.001 <0.001 <0.001 <0.001 13 0.804
D4 pond 0.025 <0.001 <0.001 <0.001 <0.001 <0.001 0.149 0.094
D4 stream 0.184 <0.001 <0.001 <0.001 <0.001 <0.001 11 0.680
R1 pond 0.016 <0.001 <0.001 <0.001 <0.001 <0.001 0.097 0.061
R1 stream 0.449 <0.001 <0.001 <0.001 <0.001 <0.001 2.7 17

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant trigger of 1 are shown in bold
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Table 9.5-25: Agquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron for each organism group based on maximum FOCUS Steps
1, 2 and 3 calculations for the use of A18385B in maize (1 x 50 g a.s./ha)
Group Fish acute Fish prolonged Inverteb. acute | Inverteb. prolonged Algae Aquatic macrophyte
0.17 0.27
RAC (ng/L) 657 1 000 900 520 780 (Lemna, ExCso) | (Lemna, E:Cso)
- PEC gl-max

FOCUS Scenario

(ng/L)
Step 1

16.6 0.025 0.017 0.032 0.018 0.021 98 61
Step 2
N-Europe 2.47 0.004 0.002 0.003 0.005 0.003 15 9.2
S-Europe 4.52 0.007 0.005 0.005 0.009 0.006 27 17
Step 3
D3 ditch 0.272 <0.001 <0.001 <0.001 <0.001 <0.001 16 1.0
D4 pond 0.032 <0.001 <0.001 <0.001 <0.001 <0.001 0.189 0.119
D4 stream 0.230 <0.001 <0.001 <0.001 <0.001 <0.001 14 0.850
R1 pond 0.020 <0.001 <0.001 <0.001 <0.001 <0.001 0.121 0.076
R1 stream 0.561 <0.001 <0.001 <0.001 0.001 <0.001 3.3 2.1

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant trigger of 1 are shown in bold
For the intended uses, calculated PEC/RAC ratios did not indicate an acceptable risk for the most sensitive group of aquatic organisms (risk for aquatic plants as

characterised by the relevant E;Cso for Lemna gibba of 2.7 pug/L in connection with an assessment factor of 10) in R1 stream scenario. Therefore, further refinement is
required using FOCUS Step 4 estimates implementing drift and run-off mitigation.
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Table 9.5-26: Aquatic organisms: higher-tier risk assessment for acceptability of risk
(PEC/RAC < 1) for nicosulfuron incorporating exposure mitigation options for
maize (1 x 40 g a.s./ha)

Group Agquatic macrophyte

RAC (ng/L) 0.27

Vegetated filter strip (m) 5 10- 5 10

Spray drift buffer (m) 5 10 5 10
PEC (ug/L) | PEC (ng/L) PEC/RAC PEC/RAC

R1/ stream 0.274 0.184 1.0 0.68

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

Table 9.5-27: Aquatic organisms: higher-tier risk assessment for acceptability of risk
(PEC/RAC < 1) for nicosulfuron incorporating exposure mitigation options for
maize (1 x 40 g a.s./ha) with the VFSmod module

Group Aquatic macrophyte

RAC (ug/L) 0.27

VFSwmop buffer (m) 5 m VFSwmop 5m VFSwmop
PEC (ng/L) PEC/RAC

R1 / stream 0.143 0.53

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

The calculated PEC/RAC ratios show an acceptable risk for the most sensitive group of aquatic organisms
(risk for aquatic plants as characterised by the relevant E;Cso for Lemna gibba of 2.7 pg/L in connection
with an assessment factor of 10) in all relevant scenarios when exposed to 40 g/L nicosulfuron.

Table 9.5-28: Aquatic organisms: higher-tier risk assessment for acceptability of risk
(PEC/RAC < 1) for nicosulfuron incorporating exposure mitigation options for
maize (1 x 50 g a.s./ha)

Group Aquatic macrophyte

RAC (ng/L) 0.27

Vegetated filter strip (m) 5 10- 5 10-

Spray drift buffer (m) 5 10 5 10
PEC (ng/L) | PEC (ng/L) PEC/RAC PEC/RAC

R1/ stream 0.343 0.230 1.3 0.85

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold
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Table 9.5-29: Aquatic organisms: higher-tier risk assessment for acceptability of risk

(PEC/RAC < 1) for nicosulfuron incorporating exposure mitigation options for
maize (1 X 50 g a.s./ha) with the VFSmod module

Group Aquatic macrophyte
RAC (ng/L) 0.27
VFSwmop buffer (m) 5 m VFSwmop 5 m VFSmop

PEC (ng/L) PEC/RAC
R1/ stream 0.178 0.66

PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant
trigger of 1 are shown in bold

The calculated PEC/RAC ratios show an acceptable risk for the most sensitive group of aquatic organisms
(risk for aquatic plants as characterised by the relevant E;Cso for Lemna gibba of 2.7 pg/L in connection
with an assessment factor of 10) in all relevant scenarios when exposed to 50 g/L nicosulfuron.

Metabolites of nicosulfuron

Table 9.5-30: Agquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron
metabolite HMUD for each organism group based on FOCUS Step 1 (50 g
a.s./ha)

Group Fish acute Inverteb. acute Algae Aquatic macrophyte
RAC (ng/L) 1000 1000 10 000 100
FOCUS PEC gl-max
Scenario (ng/L)
Step 1
5.48 0.005 0.005 <0.001 0.055
Step 2
Not relevant as PEC/RAC ratios < 1 already at Step 1

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios
above the relevant trigger of 1 are shown in bold
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Table 9.5-31: Aquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron
metabolite AUSN for each organism group based on FOCUS Step 1 (50 g
a.s./ha)

Group Fish acute Inverteb. acute Algae Agquatic macrophyte

RAC (ng/L) 1000 1000 10 000 10 000

FOCUS PEC gl-max

Scenario (ng/L)

Step 1

4,79 0.005 0.005 <0.001 <0.001

Step2 &3

Not relevant as PEC/RAC ratios < 1 already at Step 1
AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC

ratios above the relevant trigger of 1 are shown in bold

Table 9.5-32: Aquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron
metabolite ASDM for each organism group based on FOCUS Step 1 (50 g
a.s./ha)

Group Fish acute Inverteb. acute Algae Aquatic macrophyte

RAC (ng/L) 1000 9540 33600 10 000

FOCUS PEC gl-max

Scenario (ng/L)

Step 1

6.78 0.007 <0.001 <0.001 <0.001

Step2 &3

Not relevant as PEC/RAC ratios < 1 already at Step 1

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC
ratios above the relevant trigger of 1 are shown in bold

Table 9.5-33: Aquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron
metabolite ADMP for each organism group based on FOCUS Step 1 (50 g
a.s./ha)

Group Fish acute Inverteb. acute Algae

RAC (ng/L) 1000 1000 10 000

- PEC gl-max
FOCUS Scenario
(ng/L)
Step 1
0.425 <0.001 <0.001 <0.001
Step2 &3
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Group Fish acute Inverteb. acute Algae

Not relevant as PEC/RAC ratios < 1 already at Step 1

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC
ratios above the relevant trigger of 1 are shown in bold

Table 9.5-34: Aquatic organisms: acceptability of risk (PEC/RAC < 1) for nicosulfuron
metabolite UCSN for each organism group based on FOCUS Step 1 (50 g
a.s./ha)

Group Inverteb. acute Algae Agquatic macrophyte

RAC (ug/L) 1000 10 000 10 000

- PEC gl-max
FOCUS Scenario
(ng/L)
Step 1
2.30 0.002 <0.001 <0.001
Step2 &3
Not relevant as PEC/RAC ratios < 1 already at Step 1

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC
ratios above the relevant trigger of 1 are shown in bold
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Dicamba and metabolites

For the initial risk assessment, the TER values for dicamba have been calculated using maximum FOCUS Step 1 - 2 PECsw Vvalues for very conservative single
application of A18385B at 200 g and 160 g dicamba/ha. The TER values for dicamba metabolite has been calculated using maximum FOCUS Step 1 PECsw values
for single application of A18385B at 200 g dicamba/ha.

Table 9.5-35: Aguatic organisms: acceptability of risk (PEC/RAC < 1) for dicamba for each organism group based on maximum FOCUS Steps 1
and 2 calculations for the use of A18385B in maize (1 x 200 g a.s./ha)

Group Fish acute Fish prolonged Inverteb. acute Inverteb. prolonged |Algae Aquatic macrophyte

RAC (ng/L) 1 000 18 000 410 9700 380 45 (Myriophyllum) | 325 (Lemna)
FOCUS PEC gi-max

Scenario (ng/L)

Step 1

67.4 0.068 0.004 0.17 0.007 0.18 15 0.21

Step 2

N-Europe 6.75 0.007 <0.001 0.016 <0.001 0.018 0.15 0.021
S-Europe 11.7 0.012 <0.001 0.029 0.001 0.032 0.26 0.036

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant trigger of 1 are shown in bold
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Table 9.5-36: Aguatic organisms: acceptability of risk (PEC/RAC < 1) for dicamba for each organism group based on maximum FOCUS Steps 1
and 2 calculations for the use of A18385B in maize (1 x 160 g a.s./ha)

Group Fish acute Fish prolonged Inverteb. acute Inverteb. prolonged |Algae Aquatic macrophyte

RAC (ng/L) 1 000 18 000 410 9 700 380 45 (Myriophyllum) | 325 (Lemna)

FOCUS PEC gl-max
Scenario (ng/L)

Step 1

54.2 0.054 0.003 0.13 0.006 0.14 12 0.17
Step 2
N-Europe 5.40 0.005 <0.001 0.013 <0.001 0.015 0.12 0.017
S-Europe 9.35 0.009 <0.001 0.023 <0.001 0.025 0.21 0.029

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC ratios above the relevant trigger of 1 are shown in bold
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Table 9.5-37: Aquatic organisms: acceptability of risk (PEC/RAC <1) for dicamba

metabolite DCSA for each organism group based on maximum FOCUS Step 1
Group Fish acute Inverteb. acute Algae Aquatic macrophyte
RAC (ug/L) 1000 890 13 800 7 300
FOCUS PEC gl-max
Scenario (ng/L)
Step 1

26.5 0.027 0.030 0.002 0.004

Step2 &3
Not relevant as PEC/RAC ratios < 1 already at Step 1

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC
ratios above the relevant trigger of 1 are shown in bold

For the intended uses, calculated PEC/RAC ratios did indicate an acceptable risk for the most sensitive
group of aguatic organisms (risk for aquatic plants as characterised by the relevant ECs, for Myriophyllum
of 450 pg/L in connection with an assessment factor of 10). Therefore, no further refinements are required.

A18385B
Table 9.5-38: Aquatic organisms: acceptability of risk (PEC/RAC < 1) for A18385B for each
organism group based on maximum PECsw for the use of A18385B in maize
Group Algae Aquatic macrophyte
RAC (ug/L) 73 1.0
. Drift reducin
Use pattern | Drift? nozzle g PECsw (ng/L)
- 3.69 0.051 3.7
50 % 1.85 0.025 1.8
1m (2.77%)
75 % 0.923 0.013 0.92
1x400 g 90 % 0.369 0.005 0.37
Al18385B/ha - 0.760 0.010 0.76
50 % 0.380 0.005 0.38
5m (0.57%)
75 % 0.190 0.003 0.19
90 % 0.0760 0.001 0.08
- 4.62 0.063 4.6
50 % 2.31 0.032 2.3
L xszcgo S e |1 (277%)
Al18385B/ha 75 % 1.15 0.016 12
90 % 0.462 0.006 0.46
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Group Algae Agquatic macrophyte

- 0.950 0.013 0.95

50 % 0.475 0.007 0.48
5m (0.57%)

75 % 0.238 0.003 0.24

90 % 0.0950 0.001 0.10

AF: Assessment factor; PEC: Predicted environmental concentration; RAC: Regulatory acceptable concentration; PEC/RAC
ratios above the relevant trigger of 1 are shown in bold
a Drift value according to Rautmann et al. (2001)3

Decision scheme for mixture toxcitiy risk assessment A183855B use in maize.

STEP 1. Are measured toxicity data (ECx) available for the given endpoint (typically chronic data available
only for a.s.)?

Only for the a.s. (ECxa.s.): Goto 7
For both formulation (ECxPPP) and a.s. (ECxa.s.): Go to 2

Answer: Measured toxicity data for the formulation and the a.s. are available for algae and macrophytes.
As these are the most sensitive aquatic organisms, it is justified to conduct the mixture toxicity risk
assessment only for these two organism groups. [1 Go to 2

STEP 2. Check the plausibility of the measured formulation toxicity (ECxPPP) against the calculated
mixture toxicity ECxmix-CA (assuming CA, Equation 13) for exactly the mixture composition of the a.s. in
the formulation (EC«PPP) by means of the model deviation ratio (MDR = ECymix-CA/ECPPP).

If MDR = 0.2-5 (CA approximately holds for the mixture)
If MDR > 5 (mixture more toxic than CA)
If MDR < 0.2 (mixture less toxic than CA)

n
Di
ECXmix—CA = ( )
i—1 ECXi

i

Equation 13:
-1

Equation 15:

ECXmix—CA
MDR = - —
ECx,,, (measured mixture toxicity)

(calculated mixture toxicity)

Calculation of the acute mixture toxicity of the formulation

3 D. Rautmann, M. Streloke, M. Winkler (2001): New basic drift values in the authorisation procedure for plant protection products.
In: R. Forster, M. Streloke: Workshop on Risk Assessment and Risk Mitigation Measures in the Context of the Authorization of
Plant Protection Products (WORMM). Mitt. Biol. Bundesanst. Land-Forstwirtsch, Berlin-Dahlem, Heft 381

VV-876674



A18385B / Spandis
Part B — Section B9 — PL Core Assessment
ZRMS version

Page 69 /206

Template for chemical PPP

Version March 2022

Composition
Name/code of the product A183855B
Name of the active substance A PROSULFURON

Name of the active substance B

NICOSULFURON

the product

Name of the active substance C DICAMBA
Density [g product/cm?] 1
pi mix = Fraction of
Nominal [g a.s./kg Fraction considering | active substance i in
product] density [%] the mixture with . pi
mix — 100 [%]
Concentrations of the active substance A in 40 4.0% 7 4%
the product
Concentrations of the active substance B in 100 10.0% 18.5%
the product
Concentrations of the active substance C in 400 40.0% 74.1%
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Endpoint/Test species

Toxicity of the
product [mg
product/L]

Toxicity of the
product (a.s. based)
(ECxppp) [mg a.s./L]

Toxicity of the a.s.
A (ECxa) [mg
a.s./L]

Toxicity of the a.s.
B (ECxg) [mg
a.s./L]

Toxicity of the a.s.
C (ECxc) [mg
a.s./L]

Triggers (from
EFSA Journal
2013;11(7):3290)
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Exposure tier (FOCUS step)

PECsw [mg a.s./L]
Substance
A Relative
proportions of the individual mixture
components in the environment (pi pec)
Exposure tier (FOCUS step)
Substance | PECsw [mg a.s./L]
B
Relative

proportions of the individual mixture
components in the environment (pi pec)

Exposure tier (FOCUS step)

Substance | PECsw [mg a.s./L]
C

Relative
proportions of the individual mixture
components in the environment (pi pec)

Total exposure concentration of the
mixture (a.s. based) (PECmix) [mg/L]
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Endpoint/Test species

Calculated mixture toxicity (a.s. in PECnmix) (ECxmix-ca = 1/ (pirec/ECxi)) [mg a.s./L]

E:Cso algae

2.341

2.898

2.139

2.311

3.201

3.241

E:Cso lemna

0.055

0.105

0.046

0.054

0.197

0.202

Endpoint/Test species

Toxicity per fraction of
the a.s. A (1/TUa) [mg
a.s./L]

Toxicity per fraction of
the a.s. B (1/TUg) [mg
a.s./L]

Toxicity per fraction of
the a.s. C (1/TUc) [mg
a.s./L]

Calculated mixture
toxicity (a.s. in
product) (ECx mix-ca =
173 (TU;)) [mg a.s./L]

Model deviation ratio
(MDR = ECX mix-CA/ECX

PPP)

ECx mix-ca (2.8. in
product)/ECy mix-ca (a..
in PECnix) (at lower
exposure tier)

ECso algae

0.999

45.36

5.13

0.821

2.083

0.351

E(Cso lemna

0.02862

0.01458

4.3875

0.010

1.785

0.177

Answer: With an MDR in the range of 0.2 to 5 the predicted endpoint for CA is interpreted as to be in line with the measured toxicity. Go to Step 3

STEP 3: Check whether the mixture composition in the formulation study giving the measured mixture toxicity (ECxPPP) in terms of the relative proportions of
the individual a.s. is similar to the mixture composition at the PECmix. As a direct comparison on the basis of the relative proportions of the a.s. at the ECxPPP
with the relative proportion at the PECmix is not informative as such, the comparison is done based on calculated mixture toxicity (assuming CA) for both mixture
compositions. Therefore, calculate ECxmix-CA (see Equation 13) for the mixture composition of the a.s. at the PECmix and compare with the estimate calculated

for the formulation.

If ECxmix-CA (a.s. in PPP)/ECxmix-CA (a.s. in PECmix) = 0.8-1.2 (mixture similar): Go to 4
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If not (mixture not similar): Go to 5
Answer: Calculated factors fall outside 0.8-1.2, thus go to 5

STEP 5: Check whether one mixture component clearly drives the toxicity if considering the measured mixture toxicity (ECxPPP), that is, does the largest part of
the sum of toxic units (Equation 14) calculated for the formulation (> 90 %) comes from a single a.s. (TUi)?

Yes (single ‘driver’ of mixture toxicity identified): Go to 6

No: Goto 8
Active substance A Active substance B Active substance C Triggers
Calculated .. Deviation from .. Deviation from .. Deviation from _
. - Toxicity : ... | Toxicity : ... | Toxicity : .. >=90
. mixture toxicity - mixture toxicity . mixture toxicity . mixture toxicity
Endpoint/Test - per fraction | _ per fraction | _ per fraction | _ % for _
- (a.s. in product) = 1-ECyx mix-ca X = 1-ECyx mixca X = 1-ECyx mix-ca X >=90% for no a.s.
SPECIes (ECX mix-CA) [mg E]rh/ng /L] (1/Ecx mix-CA~ E%T;Jg /L] (1/Ecx mix-CA~ E%ng /L] (1/ECX mix-CA~ (;nse
as/L] 9as/tlTu) 9] gasitl Uy %] 9asitl Uy %] S
ErC50 algae 0.821 0.999 82.2% 45.360 1.8% 5.130 16.0% Goto8
ErC50 lemna 0.010 0.029 33.7% 0.015 66.1% 4.388 0.2% Goto8
STEP 8: Conduct a mixture RA based on calculated mixture toxicity according to:
PECy,;
ETRpmix ==
ECXmLx—CA

If ETRmIix-CA < trigger: Low risk
If ETRmIix-CA > trigger: Low risk not demonstrated, check single-substance refinement options.

MAIZE 1 x 0.5 kg formulation/ha
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Exposure

Endpoint/Test species Calculated mixture toxicity (a.s. in PECmix) (ECxmix-ca = . (pirec/ECxi)) [mg a.s./L]

Endpoint/Test species ETRmix = PECumi/ECx ppp Triggers
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Maize 1 x 0.4 kg /ha

Endpoint/Test species

Toxicity of the
product [mg
product/L]

Toxicity of the
product (a.s. based)
(ECxpep) [mg a.s./L]

Toxicity of the a.s.
A (ECxa) [mg
a.s./L]

Toxicity of the a.s.
B (ECxg) [mg
a.s./L]

Toxicity of the a.s.
C (ECxc) [mg
a.s./L]

Triggers (from
EFSA Journal
2013;11(7):3290)
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Exposure tier (FOCUS step)

PECsw [mg a.s./L]
Substance
A Relative
proportions of the individual mixture
components in the environment (pi pec)
Exposure tier (FOCUS step)
Substance | PECsw [mg a.s./L]
B
Relative

proportions of the individual mixture
components in the environment (pi pec)

Exposure tier (FOCUS step)

Substance | PECsw [mg a.s./L]
C

Relative
proportions of the individual mixture
components in the environment (pi pec)

Total exposure concentration of the
mixture (a.s. based) (PECmix) [mg/L]
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Endpoint/Test species

Calculated mixture toxicity (a.s. in PECnmix) (ECxmix-ca = 1/ (pirec/ECxi)) [mg a.s./L]

E:Cso algae

2.354

2.882

2.143

2.316

3.196

3.246

E:Cso lemna

0.055

0.104

0.046

0.054

0.196

0.203

Endpoint/Test species

Toxicity per fraction of
the a.s. A (1/TUa) [mg
a.s./L]

Toxicity per fraction of
the a.s. B (1/TUg) [mg
a.s./L]

Toxicity per fraction of
the a.s. C (1/TUc) [mg
a.s./L]

Calculated mixture
toxicity (a.s. in
product) (ECx mix-ca =
173 (TU;)) [mg a.s./L]

Model deviation ratio
(MDR = ECX mix-CA/ECX

PPP)

ECx mix-ca (2.8. in
product)/ECy mix-ca (a..
in PECnix) (at lower
exposure tier)

ECso algae

0.999

45.36

5.13

0.821

2.083

0.349

E(Cso lemna

0.02862

0.01458

4.3875

0.010

1.785

0.176

Answer: With an MDR in the range of 0.2 to 5 the predicted endpoint for CA is interpreted as to be in line with the measured toxicity. Go to Step 3

STEP 3: Check whether the mixture composition in the formulation study giving the measured mixture toxicity (ECxPPP) in terms of the relative proportions of
the individual a.s. is similar to the mixture composition at the PECmix. As a direct comparison on the basis of the relative proportions of the a.s. at the ECxPPP
with the relative proportion at the PECmix is not informative as such, the comparison is done based on calculated mixture toxicity (assuming CA) for both mixture
compositions. Therefore, calculate ECxmix-CA (see Equation 13) for the mixture composition of the a.s. at the PECmix and compare with the estimate calculated

for the formulation.

If ECxmix-CA (a.s. in PPP)/ECxmix-CA (a.s. in PECmix) = 0.8-1.2 (mixture similar): Go to 4
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If not (mixture not similar): Go to 5
Answer: Calculated factors fall outside 0.8-1.2, thus go to 5

STEP 5: Check whether one mixture component clearly drives the toxicity if considering the measured mixture toxicity (ECxPPP), that is, does the largest part of
the sum of toxic units (Equation 14) calculated for the formulation (> 90 %) comes from a single a.s. (TUi)?

Yes (single ‘driver’ of mixture toxicity identified): Go to 6

No: Goto 8
Active substance A Active substance B Active substance C Triggers
Calculated .. Deviation from .. Deviation from .. Deviation from _
. - Toxicity : ... | Toxicity : ... | Toxicity : .. >=90
. mixture toxicity - mixture toxicity . mixture toxicity . mixture toxicity
Endpoint/Test - per fraction | _ per fraction | _ per fraction | _ % for _
- (a.s. in product) = 1-ECyx mix-ca X = 1-ECyx mixca X = 1-ECyx mix-ca X >=90% for no a.s.
SPECIes (ECX mix-CA) [mg E]rh/ng /L] (1/Ecx mix-CA~ E%ng /L] (1/Ecx mix-CA~ E%ng /L] (1/ECX mix-CA~ (;nse
as/L] 9as/tlTu) 9] gasitl Uy %] 9asitl Uy %] S
ErC50 algae 0.821 0.999 82.2% 45.360 1.8% 5.130 16.0% Goto8
ErC50 lemna 0.010 0.029 33.7% 0.015 66.1% 4.388 0.2% Goto8
STEP 8: Conduct a mixture RA based on calculated mixture toxicity according to:
PECy,;
ETRpmix ==
ECXmLx—CA

If ETRmIix-CA < trigger: Low risk

If ETRmIix-CA > trigger: Low risk not demonstrated, check single-substance refinement options.
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MAIZE 1-x-0-5-kg-formulationtha 1 x 0.4 kg formulation/ha

Exposure

Endpoint/Test species Calculated mixture toxicity (a.s. in PECmix) (ECxmix-ca =Y. (pirec/ECxi)) [mg a.s./L]

Endpoint/Test species ETRmix = PECmix/ECx ppp Triggers
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953 Overall conclusions

The PEC/RAC ratios, using worst-case PECsw values for A18385B, are less than the trigger value of 1, for
all aguatic organisms, with the exception of aquatic plants exposed to prosulfuron, nicosulfuron and
A18385B. A refined risk assessment is conducted for aquatic plants exposed to prosulfuron, nicosulfuron
and A18385B taking into account appropriate mitigation measures.

Safe use for for all FOCUS scenarios
is indicated taking into account FOCUS Step 3 values based on field DTso without further

mitigation.
In addition, FOCUS Step 4 PEC/RAC ratios were calculated based on FOCUS Step 4 PECsw considering
reduced exposure of surface water bodies as an additional refinement option.

The PEC/RAC ratios are <1 for nicosulfuron when based on FOCUS Step 4 PECsw considering reduced
exposure of surface water bodies as an additional refinement option.

The PEC/RAC ratios are <1 for A18385B when consideration is given to a 5 m buffer zone or 75% drift
reducing nozzles following application of 1 x 400 g A18385B/ha or 90% drift reducing nozzles or 5 m
buffer zone following application of 1 x 500 g A18385B/ha, respectively.

Overall, the risk to aquatic plants is acceptable following the proposed use pattern of 400 or 500 g
A18385B/ha implementing drift and run-off mitigation.

Table 9.5-39: Proposed mitigation measures for application of A18385B to maize according
to the proposed use pattern for Poland

Crop group Use pattern Scenario
1 x 400 g A18385B/ha 5 SDB (formulation) + 5 VFS (nicosulfuron VFSwop)
Maize (10 SDB + 10 VFS) (nicosulfuron and prosulfuron Tier 2)
1 x 500 g A18385B/ha Or 5 SDB (formulation) + 5 VFSmod (nicosulfuron and

prosulfuron)

Mixture toxicity assessment

1 x 400 g A18385B/ha and 20 SDB + 20 VFS

1 x 500 g A18385B/ha Or5SDB + 5 VFSmod
SDB= Spray drift buffer
VFS = Vegetative filter strip (run-off buffer)

Maize

Review Comments:

The relevant predicted environmental concentrations in water (PECsy) for risk assessments covering the
proposed use pattern are taken from Part B Section 8 (Environmental Fate). The risk assessment was
based on the worst case PEC values and the results of laboratory toxicity testing.

A18385B pose no unacceptable risk to aguatic organisms according to the label with appropriate buffer
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Zone.

Additional the mixture toxicity assessment, performed by the Applicant was accepted. Thus, for Poland
an unsprayed, vegetated buffer zone of 5 m to surface water bodies is sufficient to conclude safe use of
A18385B in maize.

9.6 Effects on bees (KCP 10.3.1)

9.6.1 Toxicity data

Studies on the toxicity to bees have been carried out with prosulfuron, nicosulfuron and dicamba. Full
details of these studies are provided in the respective EU RAR and DAR and related documents.

Effects on bees of A18385B were not evaluated as part of the EU assessment of prosulfuron, nicosulfuron
and dicamba but were evaluated in the Central zone for product authorization of A18385B. Product data
submitted with this application are listed in Appendix 1 and summarized in Appendix 2.

The selection of studies and endpoints for the risk assessment is in line with the results of the EU review
process.

Table 9.6-1: Endpoints and effect values relevant for the risk assessment for bees -
prosulfuron
Species Substance Exposure System Results Reference
Honeybee Prosulfuron Oral LDsg > 100 pg/bee EFSA Journal
2014;12(9):3815
Honeybee Prosulfuron Contact LDso > 100 pg/bee | EFSA Journal
2014;12(9):3815

Higher-tier studies (tunnel test, field studies)

Not required.

Table 9.6-2: Endpoints and effect values relevant for the risk assessment for bees -
nicosulfuron
Species Substance Exposure System Results Reference
Apis mellifera Nicosulfuron Oral LDso > 5.24 pg EFSA Scientific
a.s./bee ? Report (2007) 120, 1-
91
Apis mellifera Nicosulfuron Contact LDso = 76 pg a.s./bee | EFSA Scientific
Report (2007) 120, 1-
91
Higher-tier studies (tunnel test, field studies)
Not relevant.

aDerived from formulation study (SL-950 4% SC)
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Table 9.6-3: Endpoints and effect values relevant for the risk assessment for bees -
dicamba
Species Substance Exposure System Results Reference
Apis mellifera Dicamba Oral LDso > 100 pg EFSA Journal
a.s./bee 2011;9(1):1965
Apis mellifera Dicamba Contact LDso > 100 ug EFSA Journal
a.s./bee 2011;9(1):1965
Higher-tier studies (tunnel test, field studies)
Not relevant.

Table 9.6-4: Endpoints and effect values relevant for the risk assessment for bees — A18385B

Species Substance Exposure System Results Reference

Apis mellifera A18385B Oral LDso = 140 ug/bee Kling, A., 2013
Contact LDso > 256 ng/bee (A18385B_10014)

Higher-tier studies (tunnel test, field studies)

Not relevant.

9.6.1.1 Justification for new endpoints

Not relevant.

9.6.2 Risk assessment

The evaluation of the risk for bees was performed in accordance with the recommendations of the
“Guidance Document on Terrestrial Ecotoxicology”, as provided by the Commission Services
(SANCO/10329/2002 rev.2 (final), October 17, 2002).

The assessment of the risk for bees is based on the maximum application rates (see 9.1.2).

9.6.2.1 Hazard quotients for bees
Table 9.6-5: First-tier assessment of the risk for bees due to the use of A18385B in maize -
prosulfuron

Intended use Maize

Active substance Prosulfuron

Test design LDso (lab.) Single application rate QHo, QHe

(ng/bee) (9/ha) criterion: Qu <50

16 <0.16

Oral toxicity > 100
20 <0.20
16 <0.16

Contact toxicity > 100
20 <0.20

Qno, Qnc: Hazard quotients for oral and contact exposure. Qn values shown in bold breach the relevant trigger.
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Table 9.6-6: First-tier assessment of the risk for bees due to the use of A18385B in maize -

nicosulfuron

Intended use Maize
Active substance Nicosulfuron
Test design LDso (Iab.) Single application rate QHo, Qe
(ng/bee) (9/ha) criterion: Q<50
.. 40 <7.6
Oral toxicity >5.24
50 <95
o 40 0.53
Contact toxicity 76
50 0.66

Qro, Qne: Hazard quotients for oral and contact exposure. Qn values shown in bold breach the relevant trigger.

Table 9.6-7: First-tier assessment of the risk for bees due to the use of A18385B in maize -
dicamba

Intended use Maize

Active substance Dicamba

Test design LDso (lab.) Single application rate QHo, QHe

(ng/bee) (g9/ha) criterion: Q<50

160 <16

Oral toxicity > 100
200 <20
160 <16

Contact toxicity > 100
200 <20

Qro, Qne: Hazard quotients for oral and contact exposure. Qn values shown in bold breach the relevant trigger.

Table 9.6-8: First-tier assessment of the risk for bees due to the use of A18385B in maize-
A18385B
Intended use Maize
Product A18385B
Test design LDso (lab.) Single application rate QHo, QHe
(ng/bee) (g9/ha) criterion: Q<50
400 2.9
Oral toxicity 140
500 3.6
400 <16
Contact toxicity > 256
500 <20

Qro, Qne: Hazard quotients for oral and contact exposure. Qn values shown in bold breach the relevant trigger.

9.6.2.2 Higher-tier risk assessment for bees (tunnel test, field studies)

Not relevant.
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9.6.3 Effects on bumble bees

No data or information is currently available for bumble bees.

9.6.4 Effects on solitary bees

No data or information is currently available for solitary bees.

9.6.5 Overall conclusions

The risk of A18385B to honey-bees was assessed from hazard quotients between toxicity endpoints,
estimated from acute oral and contact studies with A18385B, prosulfuron, nicosulfuron and dicamba, and
the maximum single application rates.

All the hazard quotients are less than 50, indicating that the risk to bees is acceptable following use of
A18385B according to the proposed use pattern.

Review Comments:

The evaluation of the risk for bees was performed in accordance with the recommendations of the
“Guidance Document on Terrestrial Ecotoxicology”, as provided by the Commission Services
(SANCO0/10329/2002 rev.2 (final), October 17, 2002).

The submitted risk assessment, based on laboratory studies, has been accepted. It can therefore be
concluded that there will be negligible risk associated with the exposure of bees to A18385B.

According to Commission regulation (EU) No 284/2013, point 10.3.1. (Effects on bees): The Applicant
should provide chronic test on bees and evaluation of effects on honey bee development with formulated
product. The chronic studies were not performed, therefore, for Poland, the deficiencies need to be
fulfilled by the entry into force of the revised EFSA bee guideline. Concerned Member States must
decide on the consideration of data requirements on national level.

9.7 Effects on arthropods other than bees (KCP 10.3.2)

9.7.1 Toxicity data

Studies on the toxicity to non-target arthropods have been carried out with the representative solo
formulations of prosulfuron, nicosulfuron and dicamba. Full details of these studies are provided in the
respective EU RAR and DAR and related documents.

Effects on non-target arthropods of A18385B were not evaluated as part of the EU assessment of
prosulfuron, nicosulfuron and dicamba but were evaluated in the Central zone for last authorization of
A18385B. Product data submitted with this application are listed in Appendix 1 and summarised in
Appendix 2.
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Table 9.7-1: Endpoints and effect values relevant for the risk assessment for non-target
arthropods
Species Substance Exposure System Results Reference
Typhlodromus pyri | A18385B Laboratory test LRsp > 165.6 g Fallowfied L., 2013
(protonymphs) glass plates (2D) A18385B /ha (A18385B_10017)
Aphidius A18385B Laboratory test LRsp <6259 Stevens J., 2013
rhopalosiphi glass plates (2D) A18385B /ha (A18385B_10013)
(adults)
Typhlodromus pyri | A18385B Extended laboratory |ERsp =1266.3 g Fallowfield L., 2014
(protonymphs) test A18385B /ha (A18385B_10070)
bean leaves (2D)
Aphidius A18385B Extended laboratory |ERsg > 1000 g Stevens J., 2013a
rhopalosiphi test A18385B /ha (A18385B_10034)
(adults) barley seedling (3D)
Chrysoperla carnea | A18385B Extended laboratory |ERso > 1000 g Vaughan R., 2014
(larvae) test A18385B /ha (A18385B_10081)
bean leaves (2D)
Aleochara bilineata |A18385B Extended laboratory |ERsy > 1000 g Tew G., 2014
(adults) test A18385B /ha (A18385B_10072)
soil (2D)

Field or semi-field tests

Not required

9.7.1.1 Justification for new endpoints

Studies with non-target arthropods are always conducted with a formulated product and no testing is carried
out with unformulated technical material. Therefore it may not be appropriate to rely on the data from the
individual solo formulation(s,) submitted as representative formulations for the EU review, for the risk
assessment for non-target arthropods.

The toxicity of A18385B to non-target arthropods has been investigated by carrying out Tier I and Tier 11
on a range of species including the representative non-target arthropods Aphidius rhopalosiphi and

Typhlodromus pyri in accordance with ESCORT 2.

9.7.2 Risk assessment
The evaluation of the risk for non-target arthropods was performed in accordance with the
recommendations of the “Guidance Document on Terrestrial Ecotoxicology”, as provided by the

Commission Services (SANCO0/10329/2002 rev.2 (final), October 17, 2002), and in consideration of the
recommendations of the guidance document ESCORT 2.

9.7.2.1 Risk assessment for in-field exposure
The assessment of the risk for non-target arthropods is based on the maximum application rates (see 9.1.2).

The PERin-ield Value according to ESCORT 2 was calculated as: Application rate x MAF.
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Table 9.7-2: First tier assessment of the in-field risk for non-target arthropods due to the use
of A18385B
Intended use Maize
Product A18385B
Application rate (g/ha) 1 x 400, 1 x 500
MAF 1
Test species LRso (lab.) PERin-field HQin-field
Tier | (g/ha) (g/ha) criterion: HQ <2
Typhlod i 165.6 20 <26
odromus pyri > 165.
P i 500 <32
. . 400 > 6.4
Aphidius rhopalosiphi <62.5
500 >8.0
Test species Rate with <50 % effect* | PERin-field PERin-ield below rate with
Higher-tier (9/ha) (9/ha) <50 % effect?
) 400 yes
Typhlodromus pyri 1266.3
500 yes
o o 400 yes
Aphidius rhopalosiphi >1 000
500 yes
400 yes
Chrysoperla carnea > 1000
500 yes
400 yes
Aleochara bilineata >1 000
500 yes

MAF: Multiple application factor; PER: Predicted environmental rate; HQ: Hazard quotient; Criteria values shown in bold breach

the relevant trigger.

* If an LRso or ERso from a relevant extended laboratory test is available, it should be considered in place of the rate with
< 50 % effect.

9.7.2.2 Risk assessment for off-field exposure

To achieve a concise risk assessment, the risk envelope approach is applied. Here, the assessment for the
maximum application rate covers the risk for non-target arthropods from all intended uses (see 9.1.2).

The PERG#t.field Value according to ESCORT 2 was calculated as:
Application rate x MAF x (drift factor/vegetation distribution factor)

The corrected PERGo#-fiels Values according to ESCORT 2 was calculated as:

corr. PERGft.field = PERGofr-field X correction factor
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Table 9.7-3: First tier assessment of the off-field risk for non-target arthropods due to the
use of A18385B
Intended use Maize
Product A18385B
Application rate (g/ha) 1 x 400, 1 x 500
MAF 1
Drift rate(%o) 2.77
vdf 10 (Tier 1, 2-D test) / 10 (Tier 2 — 2-D test) / 1 (Tier 2 — 3-D test)
Test species LRso (lab.) Drift factor | PERGoft-field CF HQof-field
Tier | (g/ha) (g/ha) criterion: HQ <2
Tvohlod ) 1656 1.108 <0.067
odromus pyri > 165.
P Py 1.385 <0.084
0.0277 10
1.108 >0.18
Aphidius rhopalosiphi <625
1.385 >0.22
Test species Rate with Drift factor | PERGoft-field CF corr. PERoft-field below
Tier | <50 % effect* (g/ha) rate with < 50 % effect?
(9/ha)
) 1.108 yes
Typhlodromus pyri 1266.3
1.385 yes
11.08 yes
Aphidius rhopalosiphi > 1000
13.85 yes
0.0277 5
1.108 yes
Chrysoperla carnea > 1000
1.385 yes
1.108 yes
Aleochara bilineata > 1000
1.385 yes

MAF: Multiple application factor; PER: Predicted environmental rate; HQ: Hazard quotient; Criteria values shown in bold breach

the relevant trigger.
* If an LRso or ERso from a relevant extended laboratory test is available, it should be considered in place of the rate with
<50 % effect.

9.7.2.3 Additional higher-tier risk assessment

Not required.

9.7.2.4 Risk mitigation measures

No risk mitigation needed.

9.7.3 Overall conclusions

At Tier |, the in-field HQ values were above the trigger value for the worst case use scenarios (1 x
400 and 1 x 500 g A18385B/ha in maize) indicating the need for further refinement. The off-field HQ
values were below the trigger value for all proposed uses indicating that the risk to in-field non-target
arthropods is acceptable following the use of A18385B according to the proposed use pattern.
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The Tier Il, extended laboratory studies showed acceptable foliar in-field and off-field effects from foliar
applications of A18385B for Aphidius rhopalosiphi, Typhlodromus pyri, Chrysoperla carnea and
Aleochara bilineata for the worst case use scenarios (1 x 400 and 1 x 500 g A18385B/ha in maize). The
risk to non-target arthropods is therefore acceptable following use of A18385B according to the proposed
use pattern.

Review Comments:

Based on the results of the conducted risk assessment it can be concluded that low risk for non-target
arthropods is expected from the use of A18385B according to the proposed use pattern. No unacceptable
effects on non-target arthropods are expected in in-field and off-field habitats.

9.8 Effects on non-target soil meso- and macrofauna (KCP 10.4)

9.8.1 Toxicity data

Studies on the toxicity to earthworms and other non-target soil organisms (meso- and macrofauna) have
been carried out with prosulfuron, nicosulfuron, dicamba and relevant metabolites. Full details of these
studies are provided in the respective EU RAR and DAR and related documents as well as in Appendix 2
of this document (new studies).

Effects on earthworms and other non-target soil organisms (meso- and macrofauna) of A18385B were not
evaluated as part of the EU assessment of prosulfuron, nicosulfuron and dicamba but were evaluated in the
Central zone for product authorization of A18385B. Product data submitted with this application are listed
in Appendix 1 and summarised in Appendix 2.

The selection of studies and endpoints for the risk assessment deviates from the results of the EU review
process. Justifications are provided below.

Table 9.8-1: Endpoints and effect values relevant for the risk assessment for earthworms
and other non-target soil organisms (meso- and macrofauna) — prosulfuron
and relevant metabolites

Species Substance Exposure System Results Reference
Acute
Eisenia fetida Prosulfuron 14 d, acute LCso > 1000 mg EFSA Journal
10 % peat content a.s./kg dw 2014;12(9):3815
Eisenia fetida CGA150829 14 d, acute LCso > 1000 mg EFSA Journal
10 % peat content a.s./kg dw 2014;12(9):3815
Eisenia fetida CGA349707 14 d, acute LCso > 1000 mg EFSA Journal
10 % peat content a.s./kg dw 2014;12(9):3815
Eisenia fetida CGA159902 14 d, acute LCso =420 mg EFSA Journal
10 % peat content a.s./kg dw 2014;12(9):3815
Eisenia fetida SYN542604 Not applicable LCso > 100 mg EFSA Journal
a.s./kg dw 2014;12(9):3815
Eisenia fetida CGA325025 Not applicable Iz;g:?f:é\(l)vo mg Assumed to be 10
S7K9 times more toxic than
Eisenia fetida CGA300406 Not applicable LCso > 1000 mg the parent
a.s./kg dw prosulfuron
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Species

Substance

Exposure System

Results

Reference

Eisenia fetida

SYN547308

Not applicable

LCso > 1000 mg
a.s./kg dw

Assumed to be 10
times more toxic than
the parent
prosulfuron

See justification
below

Chronic

Eisenia fetida

Prosulfuron (tested as
A8714C)

Mixed into substrate
56 d, chronic
10 % peat content

NOEC =1 mg
product/kg d.w.soil
(equivalent to 0.73
mg a.s./kg d.w.soil)

EFSA Journal
2014;12(9):3815

5 % peat content

Eisenia fetida CGA150829 Mixed into substrate | NOEC =30 EFSA Journal
56 d, chronic mg/kg dw 2014;12(9):3815
5% peat content
Mixed into substrate | NOEC =8 mg/kg dw | EFSA Journal
56 d, chronic 2014;12(9):3815
10% peat content
Eisenia fetida CGA349707 Mixed into substrate | NOEC = 100 Friedrich, 2012a
56 d, chronic mg/kg dw (121048068 S)
5% peat content
Eisenia fetida CGA159902 Mixed into substrate |NOEC =17.1 Friedrich, 2012b
56 d, chronic mg/kg dw (12 10 48 066 S)
5% peat content
Eisenia fetida SYN542604 Mixed into substrate | NOEC =100 Friedrich, 2012¢
56 d, chronic mg/kg dw (121048070 S)
5% peat content
Eisenia fetida CGA325025 Mixed into substrate | NOEC = 100 Friedrich, 2012d
56 d, chronic mg/kg dw (121048064 S)
5% peat content
Eisenia fetida CGA300406 Mixed into substrate | NOEC =95 Friedrich, 2015
56 d, chronic mg/kg dw (151048 1385S)
5% peat content
Eisenia fetida SYN547308 Not applicable NOEC =0.073mg | Assumed to be 10
kg d.w.soil times more toxic than
the parent
prosulfuron
See justification
below
Folsomia candida CGA150829 Mixed into substrate | NOEC =0.225 EFSA Journal
28 d, chronic mg/kg dw 2014;12(9):3815
5 % peat content Liihrs, U. (2004)
See justification
below
Mixed into substrate | NOEC =100 RAR 2014; B.9.7.2
28 d, chronic mg/kg dw Frommholz U.
5 % peat content (2011)
See justification
below
Folsomia candida CGA349707 Mixed into substrate | NOEC =100 Friedrich, 2012e
28 d, chronic mg/kg dw (121048 067 S)
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5 % peat content

Species Substance Exposure System Results Reference
Folsomia candida CGA159902 Mixed into substrate | NOEC =30.9 Friedrich, 2012f
28 d, chronic mg/kg dw (121048 065 S)
5 % peat content
Folsomia candida SYN542604 Mixed into substrate | NOEC = 100 Friedrich, 2012g
28 d, chronic mg/kg dw (121048 069 S)
5 % peat content
Folsomia candida CGA325025 Mixed into substrate | NOEC =100 Friedrich, 2012h
28 d, chronic mg/kg dw (121048 063 S)
5 % peat content
Folsomia candida CGA300406 Mixed into substrate | NOEC = 1000 Friedrich, 2015
28 d, chronic mg/kg dw (151048 139Y9)
5 % peat content
Folsomia candida SYN547308 Not applicable NOEC =10 mg kg |Assumed to be 10
d.w.soil times more toxic than
the parent
prosulfuron
See justification
below
Hypoaspis aculeifer | CGA150829 Mixed into substrate | NOEC =100 EFSA Journal
14 d, chronic mg/kg dw 2014;12(9):3815

Field studies

Not relevant

Litter bag test

Not relevant

Endpoints in bold were used for the risk assessment

Table 9.8-2: Endpoints and effect values relevant for the risk assessment for earthworms
and other non-target soil organisms (meso- and macrofauna) — nicosulfuron
and relevant metabolites

Species Substance Exposure System Results Reference

Acute

Eisenia fetida

Nicosulfuron

Mixed into substrate

LCso > 1000 mg

EFSA Scientific Report

14 d, acute a.s./kg dw (2007) 120, 1-91
10 % peat content
Eisenia fetida ASDM Mixed into substrate LCso > 1000 EFSA Scientific Report
14 d, acute mg/kg dw (2007) 120, 1-91
10 % peat content
Eisenia fetida HMUD 7 d, acute LCso > 1250 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91
Eisenia fetida AUSN 14 d, acute LCso > 1250 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91
Eisenia fetida ADMP 04 d, acute LCso > 1250 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91
Eisenia fetida MU-466 14 d, acute LCso > 1250 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91
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Species Substance Exposure System Results Reference

Eisenia fetida UCSN 14 d, acute LCso > 1250 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Chronic

Eisenia fetida AUSN 56 d, chronic NOEC =0.100 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Eisenia fetida UCSN 56 d, chronic NOEC = 0.050 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Eisenia fetida ASDM 56 d, chronic NOEC =0.350 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Folsomia candida

Nicosulfuron

DTy = 30 - 210 days; only one
application/crop, concentration at which
sublethal effects seen in acute study gave no
cause for concern, so study on long-term

effects not required.

EFSA Scientific Report
(2007) 120, 1-91

Folsomia candida AUSN 28 d, chronic NOEC =0.100 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Folsomia candida UCSN 28 d, chronic NOEC = 0.050 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Folsomia candida ASDM? 28 d, chronic NOEC =0.350 EFSA Scientific Report
mg/kg dw (2007) 120, 1-91

Field studies

Not required.

Litter bag test

Not required.

@ EFSA Scientific Report (2007) 120, 1-91 does not state this endpoint but twice the same endpoint for AUSN. Syngenta believes
this is an error in the review documents as the addendum to the DAR presents a NOEC of 0.35 mg/kg soil for metabolite

ASDM.

Endpoints in bold were used for the risk assessment

Table 9.8-3: Endpoints and effect values relevant for the risk assessment for earthworms
and other non-target soil organisms (meso- and macrofauna) — dicamba and
relevant metabolites

Species Substance Exposure System Results Reference
Acute
Eisenia fetida Dicamba Mixed into substrate LCso > 1000 mg EFSA Journal

14 d, acute
10 % peat content

a.s./kg dw

2011;9(1):1965

Eisenia fetida

Dicamba (tested as

Mixed into substrate

LCso > 480 mg

EFSA Journal

10 % peat content

Banvel 480 SL) 14 d, acute a.s./kg dw 2011;9(1):1965
10 % peat content
Eisenia fetida DCSA Mixed into substrate LCso > 1000 EFSA Journal
14 d, acute mg/kg dw 2011;9(1):1965

Chronic

Not required.
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Species Substance Exposure System Results Reference

Field studies

Not required.
Litter bag test

Not required.
Endpoints in bold were used for the risk assessment

Table 9.8-4: Endpoints and effect values relevant for the risk assessment for earthworms
and other non-target soil organisms (meso- and macrofauna) — A18385B

Species Substance Exposure System Results Reference
Chronic
Eisenia fetida A18385B Mixed into substrate NOEC =50 Friedrich, 2012
56 d, chronic mg/kg dw (A18385B_10000)
10 % peat content
Folsomia candida A18385B Mixed into substrate NOEC =29 Friedrich, 2013
28 d, chronic mg/kg dw (A18385B_10011)
5 % peat content
Hypoaspis aculeifer | A18385B Mixed into substrate NOEC =95 Schult, 2013
14 d, chronic mg/kg dw (A18385B_10012)
5 % peat content

Field studies

Not required.
Litter bag test

Not required.
Endpoints in bold were used for the risk assessment

9.8.1.1 Justification for new endpoints
Prosulfuron metabolites

Since the renewal of approval of prosulfuron new studies for prosulfuron metabolites CGA349707,
CGA159902, SYN542604, CGA325025 and CGA300406 have been performed on earthworm and Col-
lembola to adequately address these metabolites in the risk assessment and as a result there are new
endpoints for use in the risk assessment. Apart from studies with metabolite CGA300406, the studies were
evaluated at zonal level for authorization of A18385B. The endpoints are presented in Table 9.8-1 above.

For metabolite CGA150829 an additional chronic earthworm NOEC is reported in the EFSA Journal
2014;12(9):3815. During peer review of prosulfuron (November 2013) Germany mentioned this study
(Liihrs, 2007) and a summary was included by the Co-RMS in the Final addendum to RAR (June 2014).
The study was carried out based on application rates of 0.5, 1.0, 2.0, 4.0 and 8.0 mg/kg. The resulting
endpoint was determined as NOEC 8 mg CGA150829/kg the highest concentration tested. As stated in the
Final addendum to RAR (June 2014), this study brings only supportive information. Furthermore, Syngenta
does not have access to this study as it was not part of the AMT agreement, and the source of this study is
unknown to Syngenta.

In the study submitted by Syngenta for EU renewal (Leicher, 2011), CGA150829 was tested at higher rates
ranging from 9.5 mg/kg up to 95 mg/kg. The NOEC reproduction was determined to be 30 mg/kg. For the
purposes of risk assessment it was considered appropriate to use the higher NOEC of 30 mg/kg.
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For metabolite CGA150829, there were two Collembola reproduction studies evaluated during EU review
(Final addendum to RAR, 2014). In the study by Liihrs, 2004, the NOEC was determined to be 0.225 mg
CGA150829/kg, the highest concentration tested. In the study by Frommholz, 2011, CGA150829 was
tested at a single rate of 100 mg/kg. The NOEC was determined to be 100 mg/kg. For the purposes of risk
assessment it was considered appropriate to use the higher NOEC of 100 mg/kg.

For soil metabolite SYN547308 no study is available. Therefore, 10fold toxicity of the parent prosulfuron
is assumed as worst case approach.

9.8.2 Risk assessment

The evaluation of the risk for earthworms and other non-target soil organisms (meso- and macrofauna) was
performed in accordance with the recommendations of the “Guidance Document on Terrestrial
Ecotoxicology”, as provided by the Commission Services (SANCO/10329/2002 rev 2 (final), October 17,
2002).

9.8.2.1 First-tier risk assessment

The relevant PEC, for risk assessments covering the proposed use pattern are taken from Section 8
(Environmental Fate, Chapter 8.7.2). According to the assessment of environmental-fate data, multi-annual
accumulation in soil does not need to be considered for prosulfuron, nicosulfuron, dicamba and dicamba
metabolite DCSA but for prosulfuron metabolites CGA150829, CGA159902, SYN542604, CGA349707
and SYN547308 and nicosulfuron metabolites AUSN, UCSN and ASDM.

Here, for A18385B, prosulfuron, nicosulfuron, dicamba and relevant metabolites, the relevant endpoints
are compared to the maximum PECs ensuring that the risk for earthworms and other non-target soil
organisms from all intended uses is covered (see 9.1.2).

Table 9.8-5: First-tier assessment of the acute and chronic risk for earthworms and other
non-target soil organisms (meso- and macrofauna) due to the use of A18385B
in maize

Intended use Maize (1 x 400 g A18385B/ha)
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Chronic effects on earthworms

Test substance NOEC PECsoil TER®:t
(mg/kg dw) (mg/kg dw) (criterion TER > 5)

A18385B 50 0.400 130

Prosulfuron (tested as A8714C) |0.73 0.016 46

CGA150829 30 0.004 8200

CGA159902 17.1 0.009 1900

CGA300406 950.073 0.004 24000 18.25

SYN542604 100 0.004 25000

CGA349707 100 0.005 20 000

CGA325025 100 0.003 33000

SYN547308 0.0732 0.002 37

AUSN 0.1 0.009 11

UCSN 0.05 0.004 13

ASDM 0.35 0.016 22

Chronic effects on other soil macro- and mesofauna

Test substance NOEC PECsil TER®:
(mg/kg dw) (mg/kg dw) (criterion TER > 5)

A18385B (Collembola) 29 0.400 73

A18385B (Spring mite) 95 0.400 240

CGA150829 (Collembola) 100 0.016 6 300

CGA150829 (Spring mite) 100 0.004 27 000

CGA159902 30.9 0.009 3400

CGA300406 1000 0.004 250 000

SYN542604 100 0.004 25 000

CGA349707 100 0.005 20 000

CGA325025 100 0.003 33000

SYN547308 10 0.002 5000

AUSN 0.1 0.009 11

UCSN 0.05 0.004 13

ASDM 0.35 0.016 22

2 No study available for metabolite SYN547308. As worst case approach, 10 fold toxicity of the parent is assumed.
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First-tier assessment of the acute and chronic risk for earthworms and other
non-target soil organisms (meso- and macrofauna) due to the use of A18385B
in maize

Table 9.8-6:

Intended use Maize (1 x 500 g A18385B/ha)

Chronic effects on earthworms

Test substance NOEC PECsil TER®:
(mg/kg dw) (mg/kg dw) (criterion TER > 5)
A18385B 50 0.500 100
Prosulfuron (tested as A8714C) |0.73 0.020 37
CGA150829 30 0.005 6 000
CGA159902 17.1 0.011 1600
CGA300406 95 0.005 19 000
SYN542604 100 0.006 17 000
CGA349707 100 0.006 17 000
CGA325025 100 0.003 33000
SYN547308 0.0732 0.002 37
AUSN 0.1 0.011 9.1
UCSN 0.05 0.005 10
ASDM 0.35 0.021 17

Chronic effects on other soil macro- and mesofauna
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Test substance NOEC PECsoil TER®
(ma/kg dw) (mg/kg dw) (criterion TER > 5)
A18385B (Collembola) 29 0.500 58
A18385B (Spring mite) 95 0.500 190
CGA150829 (Collembola) 100 0.005 20 000
CGA150829 (Spring mite) 100 0.005 20 000
CGA159902 30.9 0.011 2800
CGA300406 1000 0.005 200 000
SYN542604 100 0.006 17 000
CGA349707 100 0.006 17 000
CGA325025 100 0.003 33000
SYN547308 102 0.002 5000
AUSN 0.1 0.011 9.1
UCSN 0.05 0.005 10
ASDM 0.35 0.021 17

2 No study available for metabolite SYN547308. As worst case approach, 10 fold toxicity of the parent is assumed.

9.8.2.2 Higher-tier risk assessment

Not relevant.

9.8.3 Overall conclusions

The acute and long-term risk of A18385B to earthworms was assessed from acute and long-term toxicity
exposure ratios (TERs) between the selected toxicity endpoints for A18385B, prosulfuron, nicosulfuron,
dicamba and relevant metabolites, and the maximum PECsj values. All acute and chronic TER values are
greater than the Regulation (EU) 546/2011 triggers of 10 and 5, respectively, indicating that the risk to
earthworms is acceptable following use of A18385B according to the proposed use pattern.

The risk of A18385B to other non-target soil macro-organisms, as represented by Collembola and
Hypoaspis, was assessed from long-term toxicity exposure ratios (TERS) between the selected no-effect
concentrations, derived from laboratory tests on relevant metabolites, and the maximum PECi. The TERLt
values are all greater than the recommended trigger value of 5, indicating that the risk to soil macro-
organisms, as represented by Collembola and Hypoaspis, is acceptable following use of A18385B
according to the proposed use pattern.

Review Comments:

All TER values for A18385B, the active substances and relevant metabolites for chronic exposure of
earthworms and other non-target soil organisms (meso- and macrofauna) are considerably higher than
the Commission Regulation (EU) 546/2011 trigger value of 5. This indicates that A18385B poses no
unacceptable risk to earthworms and other non-target soil organisms (meso- and macrofauna) when
applied according to the proposed use pattern.
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9.9 Effects on soil microbial activity (KCP 10.5)

9.9.1 Toxicity data

Studies on effects on soil microorganisms have been carried out with prosulfuron, nicosulfuron, dicamba
and relevant metabolites. Full details of these studies are provided in the respective EU RAR and DAR and
related documents as well as in Appendix 2 of this document (new studies).

Effects on soil microorganisms of A18385B were not evaluated as part of the EU assessment of prosulfuron,
nicosulfuron and dicamba but were evaluated in the Central zone for product authorization of A18385B.
Product data submitted with this application are listed in Appendix 1 and summarised in Appendix 2.

The selection of studies and endpoints for the risk assessment deviates from the results of the EU review
process. Justifications are provided below.

Table 9.9-1: Endpoints and effect values relevant for the risk assessment for soil
microorganisms — prosulfuron and relevant metabolites
Endpoint Substance Exposure System | Results Reference
N-mineralisation Prosulfuron - NOEC = 0.2 mg EFSA Journal
C-mineralisation a.s./kg dry soil 2014;12(9):3815
N-mineralisation Prosulfuron (tested as | 56 d, aerobic NOEC =0.18 mg EFSA Journal
A8714C) loamy sand A8714C/ kg dw soil  |2014;12(9):3815
(equivalent to 0.131
mg a.s./kg soil)
C-mineralisation 28 d, aerobic NOEC =0.18 mg EFSA Journal
loamy sand A8714C/ kg dw soil | 2014;12(9):3815
(equivalent to 0.131
mg a.s./kg soil)
N-mineralisation CGA150829 42 d, aerobic NOEC = 0.204 mg/kg | EFSA Journal
loamy sand dw soil 2014;12(9):3815
28 d, aerobic NOEC =0.0397 EFSA Journal
mg/kg dw soil 2014;12(9):3815
See justification
below
C-mineralisation 28 d, aerobic NOEC = 0.204 mg/kg | EFSA Journal
loamy sand dw soil 2014;12(9):3815
N-mineralisation CGA159902 28 d, aerobic NOEC = 0.135 mg/kg | EFSA Journal
- - loamy sand dw soil 2014;12(9):3815
C-mineralisation
N-mineralisation CGA300406 28 d, aerobic NOEC = 0.135 mg/kg | EFSA Journal
- - silty loamy sand dw soil 2014;12(9):3815
C-mineralisation
N-mineralisation CGA349707 28 d, aerobic NOEC = 0.135 mg/kg | Hutcheson, 2015
- - silty loam dw soil CEMR-6587
C-mineralisation
N-mineralisation SYN542604 Not applicable NOEC =0.0131 EFSA Journal
C-mi lisati mg/kg dw soil 2014;12(9):3815
-minerafisation Assumed to be 10
times more toxic than
the parent
prosulfuron
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C-mineralisation

Endpoint Substance Exposure System | Results Reference
N-mineralisation CGA325025 Not applicable NOEC =0.0131 EFSA Journal
C-mineralisation mg/kg dw soil 2014;12(9):3815
erafisatio Assumed to be 10
times more toxic than
the parent
prosulfuron
N-mineralisation SYN547308 Not applicable NOEC =0.0131 Assumed to be 10
mg/kg dw soil times more toxic than

the parent
prosulfuron

See justification
below

Table 9.9-2: Endpoints and effect values relevant for the risk assessment for soil
microorganisms — nicosulfuron and relevant metabolites

Endpoint Substance Exposure System | Results Reference

N-mineralisation Nicosulfuron 28 d, aerobic < 25 % effect up to 0.8 | EFSA Scientific

C-mineralisation

sand and sandy silt

mg a.s./kg soil dw

Report (2007) 120, 1-
91

C-mineralisation

N-mineralisation AUSN 28 d, aerobic <25 % effect up to EFSA Scientific
- - sandy loam 0.082 mg/kg soil dw | Report (2007) 120, 1-
C-mineralisation 01
N-mineralisation UCSN 28 d, aerobic < 25 % effect up to EFSA Scientific
C-mineralisation sandy loam 0.034 mg/kg soil dw g%fport (2007) 120, 1-
N-mineralisation ASDM 28 d, aerobic <25 % effect up to EFSA Scientific
sandy loam 0.191 mg/kg soil dw | Report (2007) 120, 1-

91

Table 9.9-3: Endpoints and effect values relevant for the risk assessment for soil
microorganisms - dicamba
Endpoint Substance Exposure System | Results Reference
N-mineralisation Dicamba 28 d, aerobic < 25 % effect up to 6.4 | EFSA Journal
sandy loam mg a.s./kg soil dw 2011;9(1):1965

C-mineralisation

Table 9.9-4: Endpoints and effect values relevant for the risk assessment for soil
microorganisms — A18385B
Endpoint Substance Exposure System | Results Reference
N-mineralisation A18385B 28 d, aerobic < 25 % effect up to 3.3 | Schulz, 2013a
soil type mg/kg soil dw (A18385B_10010)

C-mineralisation

9.9.1.1

Prosulfuron metabolites
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Since renewal of approval of prosulfuron a new study with metabolite CGA349707 on N- and C —
mineralisation has been performed to adequately address this metabolite and as a result there are new
endpoints for use in the risk assessment. Endpoints are presented in Table 9.9-1, a full study summary can
be found in Appendix 2.

For metabolite CGA150829 an additional NOEC of 0.0397 mg/kg dw soil after 28 days is reported in the
EFSA Journal 2014;12(9):3815. During peer review of prosulfuron (November 2013) Germany mentioned
this study (Reis, 2006) and a summary was included by the Co-RMS in the Final addendum to RAR (June
2014) for reasons of completeness. According to this summary, no adverse effects on N-mineralisation >
25% were found at test end after 28 days at the highest test rate of 0.0397 mg/kg dw. This endpoint will not
be used in the risk assessment as Syngenta does not have access to the study as it was not part of the AMT
agreement, and the source of this study is unknown to Syngenta.

In the study submitted by Syngenta for EU renewal (Reis, 2003), higher rates were tested resulting in a
NOEC of 0.204 mg/kg dw soil for metabolite CGA150829. This endpoint was also considered reliable
during EU evaluation and will therefore be used in the risk assessment.

For soil metabolite SYN547308 no study is available. Therefore, 10fold toxicity of the parent prosulfuron
is assumed as worst case approach.

9.9.2 Risk assessment

The evaluation of the risk for soil microorganisms was performed in accordance with the recommendations
of the “Guidance Document on Terrestrial Ecotoxicology”, as provided by the Commission Services
(SANCO/10329/2002 rev 2 (final), October 17, 2002).

The relevant PECsi for risk assessments covering the proposed use pattern are taken from Section 8
(Environmental Fate), Chapter 8.7.2 and were already used in the risk assessment for earthworms and other
non-target soil organisms (meso- and macrofauna) above.

Here, for A18385B, prosulfuron, nicosulfuron, dicamba and relevant metabolites, the relevant endpoints
are compared to the maximum PECsi values ensuring that the risk for soil micro-organism organisms from
all intended uses is covered (see 9.1.2).

Table 9.9-5: Assessment of the risk for effects on soil micro-organisms due to the use of
A18385B in maize (1 x 400 g A18385B/ha)
Intended use Maize (1 x 400 g A18385B/ha)
N-mineralisation / C-mineralisation
Test substance Max. conc. with effects | PECesoil Risk acceptable?
<25 % (mg/kg dw) (mg/kg dw)
A18385B 3.3 0.400 yes
Prosulfuron (tested as A8714C) |0.131 0.016 yes
CGA150829 0.204 0.004 yes
CGA159902 0.135 0.009 yes
CGA300406 0.135 0.004 yes
SYN542604 0.01312 0.004 yes
CGA349707 0.135 0.005 yes
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CGA325025 0.0131% 0.003 yes
SYN547308 0.0131% 0.002 yes
Nicosulfuron 0.8 0.040 yes
AUSN 0.082 0.009 yes
UCSN 0.034 0.004 yes
ASDM 0.191 0.016 yes
Dicamba 6.4 0.160 yes

2 No study available for the metabolite. As worst case approach, 10 fold toxicity of the parent is assumed.

Table 9.9-6: Assessment of the risk for effects on soil micro-organisms due to the use of
A18385B in maize (1 x 500 g A18385B/ha)

Intended use Maize (1 x 500 g A18385B/ha)

N-mineralisation / C-mineralisation

Test substance Max. conc. with effects | PECesil Risk acceptable?

<25 % (mg/kg dw) (mg/kg dw)

A18385B 3.3 0.500 yes

Prosulfuron (tested as A8714C) |0.131 0.020 yes

CGA150829 0.204 0.005 yes

CGA159902 0.135 0.011 yes

CGA300406 0.135 0.005 yes

SYN542604 0.0131% 0.006 yes

CGA349707 0.135 0.006 yes

CGA325025 0.0131% 0.003 yes

SYN547308 0.0131% 0.002 yes

Nicosulfuron 0.8 0.050 yes

AUSN 0.082 0.011 yes

UCSN 0.034 0.005 yes

ASDM 0.191 0.021 yes

Dicamba 6.4 0.200 yes

2 No study available for the metabolite. As worst case approach, 10 fold toxicity of the parent is assumed.

9.9.3 Overall conclusions

The risk of A18385B, prosulfuron, nicosulfuron, dicamba and relevant metabolites to soil micro-organisms
was evaluated by comparison of the maximum concentrations with effects <25% derived from laboratory

tests, with maximum PECegi.

All the effect levels exceeded the relevant PECsi values, indicating that the risk to soil micro-organisms is

acceptable following the use of A18385B according to the proposed use pattern.
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Review Comments:

For the formulation A18385B, the active substances as well as for the relevant metabolites, the maximum
concentration with effects < 25% (SANCO/10329/2002 trigger) are all above the maximum PECsi
values. Therefore, it is concluded that the use of A18385B will not pose an unacceptable risk to non-
target soil micro-organisms, if applied according to good agricultural practice.

9.10 Effects on non-target terrestrial plants (KCP 10.6)

9.10.1 Toxicity data

Studies with non-target terrestrial plants are always conducted with a formulated product and no testing is
carried out with unformulated technical materials, therefore it is not appropriate to present the data for the
individual solo formulations submitted as representative formulations for the EU review to address the risk
to non-target plants for A18385B.

Effects on non-target terrestrial plants for A18385B have not been evaluated as part of the EU assessment
of prosulfuron, nicosulfuron and dicamba but were evaluated in the Central zone for last authorization of
A18385B. Product data submitted with this application are listed in Appendix 1 and summarized in
Appendix 2.

The selection of studies and endpoints for the risk assessment is in line with the results of the EU review
process.

Table 9.10-1: Endpoints and effect values relevant for the risk assessment for non-target
terrestrial plants

Most sensitive species Substance Exposure Results? Reference
System

Beta vulgaris (sugar beet) 49 A18385B 21d ) ERso=10.6 g A18385B/ha |Bramby-Gunary J,

Brassica napus (oilseed rape) Seedling 2 ERso= "2.49 g A18385B/ha | 2013a

a? emergence  |¥ ERso=23.8g A18385B/ha |(A18385B_10003)

Cucumis sativus (cucumber) 4% 4 ERsp= 13.1 g A18385B/ha

Daucus carota (carrot) ¢* % ERsp= 12.4 g A18385B/ha

Lactuca sativa (lettuce) ¢ 6 ERsp = 5.18 g A18385B/ha

Lycopersicon esculentum " ERso = 2.44 g A18385B/ha

(tomato) ¢© 8 ERso>500 g A18385B/ha

Raphanus sativus (radish) m " 9 ERso = 32.0 g A18385B/ha

Avena sativa (0at) m ® 10 ERso=51.1 g A18385B/ha

Lolium perenne (ryegrass) m
Oryza sativa (rice) m 1%

9 NTPS species A18385B 21d HCs =1.74 g A18385B /ha | Refer to Section
Seedling 9.10.1.1
emergence

Brassica napus (oilseed rape) | A18385B 39 d, field D ERsp> 81 g A18385B/ha | Dickinson R.A.,

ab study, 2 ERso> 81 g A18385B/ha | 2015a

Raphanus sativus (radish) m? seedling 9 ERsp= 18 g A18385B/ha | (A18385B_10377)

Lycopersicon esculentum emergence

(tomato) 4%

Beta vulgaris (sugar beet) 4V A18385B 21d D ERsp=20.2 g A18385B/ha | Bramby-Gunary J,

Brassica napus (oilseed rape) Vegetative 2 ERso="11.8 g A18385B/ha | 2013
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Most sensitive species Substance Exposure Results? Reference
System

a? vigour % ERso=80.9 g A18385B/ha |(A18385B_10004)
Cucumis sativus (cucumber) ¢ 4 ERso = 6.14 g A18385B/ha

Daucus carota (carrot) ¢ % ERsp = 3.27 g A18385B/ha

Lactuca sativa (lettuce) ¢ 8 ERso = 2.39 g A18385B/ha

Lycopersicon esculentum 7 ERso = 3.88 g A18385B/ha

(tomato) ¢ 8 ERso= 119 g A18385B/ha

Raphanus sativus (radish) m " 9 ERso = 16.6 g A18385B/ha

Avena sativa (oat) m ® 10) ERs > 500 g A18385B/ha

Lolium perenne (ryegrass) m
Oryza sativa (rice) m 1%

9 NTPS species A18385B 21d HCs =1.17 g A18385B /ha | Refer to Section
Vegetative 9.10.1.1
vigour
Brassica napus (oilseed rape) | A18385B Up to 39 d, D ERso= 25 g A18385B/ha | Dickinson R.A.,
a? field study, |? ERso=63.1 g A18385B/ha |2015
Daucus carota (carrot) 42 Vegetative | ERsp=36.8 g A18385B/ha | (A18385B_10378)
Lactuca sativa (lettuce) 4% vigour 4 ERso= 14.7 g A18385B/ha
Lycopersicon esculentum % ERs (estimated) > 9 <27 g
(tomato) ¢¥ A18385B/ha

Raphanus sativus (radish) m®

m: monocotyledonous; d: dicotyledonous
2 Most sensitive endpoints all based on biomass
Values in bold are used in the risk assessment

9.10.1.1 Justification for new endpoints

Studies with non-target terrestrial plants are always conducted with a formulated product and no testing is
carried out with unformulated technical material. Therefore it may not be appropriate to rely on the data
from the individual solo formulations, submitted as representative formulations for the EU review, for the
risk assessment for non-target terrestrial plants

The data are summarised in Table 9.10-1.

A Tier Il vegetative vigour and seedling emergence study with formulated product A18385B has been
conducted.

For support the risk assessment in Member States not accepting e.g. buffer zones, the potential effects of
A18385B on vegetative vigour and seedling emergence of non-target terrestrial plants have been further
investigated in higher tier field studies on up to 5 of the most sensitive species from the Tier Il studies, all

dicotyledons i.e. carrot, lettuce, oil seed rape, radish and tomato. These studies have not been evaluated
before at either EU or zonal level for product authorisation of A18385B.

9.10.2 Risk assessment

9.10.2.1 Tier-1 risk assessment (based screening data)

Not relevant.
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9.10.2.2 Tier-2 risk assessment (based on dose-response data)

The risk assessment is based on the “Guidance Document on Terrestrial Ecotoxicology”,
(SANCO/10329/2002 rev.2 final, 2002). It is restricted to off-field situations, as non-target plants are non-
crop plants located outside the treated area.

The risk to non-target terrestrial plants for all intended uses is presented using worst-case HCs for vegetative
vigour (see 9.10.2.3 below for details).

The PERGs fietld fOr each crop use was calculated as Application rate x drift factor

Table 9.10-2: Assessment of the risk for non-target plants due to the use of A18385B in maize
Intended use Maize

Product A18385B

Application rate (g/ha) 1 x 400, 1 x 500

Drift rate (%) 2.77%at1m

MAF Not applicable

Test species HCs Drift factor PERoftfield TER

(g9/ha) (9/ha) criterion: TER > 1
All species 1.17 0.0277 11.1 0.11
13.9 0.084

MAF: Multiple application factor; PER: Predicted environmental rate; TER: toxicity to exposure ratio. TER values shown in bold
fall below the relevant trigger.

The TER values, based on PERs estimated without mitigation measures, are below the trigger of 1,
indicating that A18385B pose a potential risk to non-target plant. Therefore a refined risk assessment using
mitigation measures is presented below (see 9.10.2.4).

9.10.2.3 Higher-tier risk assessment
Species sensitivity distribution (SSD)

The risk of A18385B to non-target plants has been further refined using the probabilistic HCos approach
(Aldenberg & Jaworska 20007 to investigate the distribution of sensitivities of all the tested plant species.
This approach considers the whole sensitivity distribution of species in an ecosystem, represented by the
tested species, to derive a hazard concentration protective of 95% of the species (HCos) instead of just using
the lowest ERso value. Because of the large data set (9 definite ERso values of species of varying classes
and morphologies) the uncertainty in extrapolation of the data to the natural environment is reduced, and
accordingly the assessment factor can also be reduced.

The vegetative vigour and seedling emergence data for the 9 species of plants, as summarised in Table
Table 9.10-1, are used with the species sensitivity distribution (SSD) method for evaluating the risk. The
statistical analysis was conducted to investigate the distribution of sensitivities of the tested species, and
estimate the proportion of species affected at a range of concentrations and derive the HCos value from
laboratory to be protective of ecosystems in the field. This method has been proposed and accepted by
leading authorities and ecotoxicologists and is a clearly defined probabilistic risk assessment method, with

4 Aldenberg T & Jaworska JS (2000): Estimation of the hazardous concentration and fraction affected from normally
distributed species sensitivity distributions. Ecotoxicology and Environmental Safety 46, 1-18.
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supporting software (RIVM program ErX 2.0°).

The results of the species sensitivity distribution for A18385B for vegetative vigour and seedling emergence
are presented below.

Figure 9.10-1: Species Sensitivity Distribution for Figure 9.10-2: Species Sensitivity Distribution for
Plants in the Vegetative Vigour Study (9 species) Plants in the Seedling Emergence Study
(9 species)

SSD Graph 88D Graph

Fraction Affected
Fraction Affected

y T T T T T T T T 1
H H 04 02 0 0z 04 14 16 18 H 22 24

1 DIS Dlﬂ L : 12
log10 toxicity data log10 toxicity data

The calculated HCos value was: The calculated HCos value was:
Median HCgs for plants = 1.17 g A18385B/ha Median HCgs for plants = 1.74 g A18385B/ha

The lower and upper 90% confidence limits were:  The lower and upper 90% confidence limits were

0.188 g/ha and 3.16 g/ha. 0.422 g/ha and 3.76 g/ha.

The mean (log 10) for the plant data was 1.09 The mean (log 10) for the plant data was 1.04
with a sample deviation of 0.600. with a sample deviation of 0.465.

Goodness of fit: Acceptable - p = 0.1 (Anderson-  Goodness of fit: Acceptable - p = 0.1 (Anderson-
Darling test for normality) Darling test for normality)

The toxicity data (ERso) were subjected to three different goodness of fit tests (Anderson-Darling,
Kolmogorov-Smirnov and the Cramer von Mises), where normality at the 0.01 significance level was
checked.

Goodness of fit tests - results for plants (veg.vigour)

ian. level Tests for normality n=9
Sign. leve Anderson-Darling Kolmogorov-Smirnov Cramer von Mises
0.1 0,631 a 0,819 a 0,104 a
0.05 0,752 a 0,895 a 0,126 a
0.025 0,873 a 0,995 a 0,148 a
0.01 1,035 a 1,035 a 0,179 a
Statistic 0,326451 0,459957 0,033075

a- acceptable

5 Van Vlaardingen PLA, Traas TP, Wintersen AM, Aldenberg T (2004): EtX 2.0. A program to calculate hazardous
concentrations and fraction affected, based on normally distributed toxicity data. Bilthoven, the Netherlands:
National Institute for Public Health and the Environment (RIVVM). Report no. 601501028/2004, 68pp.
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Goodness of fit tests - results for plants (Seedling Emergence)

ian. level Tests for normality n=9
Sign. leve Anderson-Darling Kolmogorov-Smirnov Cramer von Mises
0.1 0,631 a 0,104 a 0,104 a
0.05 0,752 a 0,126 a 0,126 a
0.025 0,873 a 0,148 a 0,148 a
0.01 1,035 a 0,179 a 0,179 a
Statistic 0,272198 0,515522 0,027028

a- acceptable

The analysis of the ECso values show normal distribution of the data.

In addition, the potential effects of A18385B on vegetative vigour and seedling emergence of non-target
terrestrial plants has been investigated in higher tier field studies on up to 5 of the most sensitive species
from the Tier Il studies, all dicotyledons i.e. carrot, lettuce, oil seed rape, radish and tomato.

Endpoints from the studies are presented in the tables below. Full study summaries can be found in

Appendix 2.

Table 9.10-3:

Effect rates of A18385B on the vegetative vigour of terrestrial non-target plants

in a field study

Test species Day No. Fresh weight Fresh weight
(Common name) ERso NOER
(g A18385B/ha) (g A18385B/ha)
i 23 * *
Oilseed rape 36 750 9
Carrot 24 65.0 27
37 63.1 27
26 36.8 9
Lettuce 35 >81 >7
25 14.7 9
Tomato 39 33.6 9
. 15 ND 9
*
Radish 29 ND 9

*The number of oilseed rape plants was not counted in error at this sampling occasion. Therefore it was not possible to calculate
ERso and NOER values for this sampling point; this deviation was not considered significant or to have affected the
integrity of the study.

ND = Not determined as there was total inhibition of growth at 27 and 81 g A18385B/ha. Therefore the projected ERso was
between 9 and 27 g A18385/ha.

Table 9.10-4:

Effect Rates of A18385B on the fresh weight of seedlings of terrestrial non-
target plants in a field study

Test species Day No. Fresh weight Fresh weight
(Common name) ERso NOER
(g A18385B/ha) (g A18385B/ha)
. 26 >81 27
Oilseed rape 29 81 >7
. 26 >81 27
Radish 39 >81 27
Tomato 28 18.0 9
37 19.3 9

Based on the available data, the lowest ERso value for tomato (Day 25; vegetative vigour) of 14.7 g a.s./ha
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will be used in the refined risk assessment.

9.10.2.4 Risk mitigation measures

In order to reduce the off-field exposure, risk mitigation measures can be implemented. These correspond
to unsprayed in-field buffer strips of a given width and/or the usage of drift reducing nozzles. The results
of the risk assessment using typical mitigation measures (no-spray buffer zones of 5, 10 m and 15 m; drift-
reducing nozzles with reduction by 50 %, 75 %, or 90 %) are summarised in the following table.

Table 9.10-5: Risk assessment for non-target terrestrial plants due to the use of A18385B in

maize using HCs endpoint and considering risk mitigation (in-field no-spray

buffer zones, and drift-reducing nozzles)

Intended use Maize

Product A18385B

Application rate (g/ha) 1 x 400

MAF Not applicable

Buffer strip Drift rate PERft-field PEROoft-field PEROoft-field PERft-field

(m) (%) (g/ha) 50 % driftred. |75 % driftred. |90 % drift red.
(9/ha) (g/ha) (9/ha)

1 2.77 111 5.54 2.77 1.11

5 0.57 2.28 1.14 0.570 0.228

10 0.29 1.16 0.58 0.290 0.116

Toxicity value TER

HCs = 1.17 g/ha criterion: TER > 1

1 2.77 0.11 0.21 0.42 1.1

5 0.57 0.51 1.0 2.1 5.1

10 0.29 1.0 2.0 4.0 10

Application rate (g/ha) 1 x 500

MAF Not applicable

Buffer strip Drift rate PERoft-field PERuoftfield PERuoftfield PERoft-field

(m) (%) (9/ha) 50 % driftred. |75 % driftred. |90 % drift red.
(g9/ha) (g9/ha) (9/ha)

1 2.77 13.9 6.93 3.46 1.39

5 0.57 2.85 1.43 0.713 0.285

10 0.29 1.45 0.725 0.363 0.145

15 0.20 1.00 0.500 0.250 0.100

Toxicity value TER

HCs=1.17 g/ha criterion: TER > 1

1 2.77 0.084 0.17 0.34 0.84

5 0.57 0.41 0.82 1.6 4.1

10 0.29 0.81 1.6 3.2 8.1

15 0.20 1.2 2.3 4.7 12
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MAF: Multiple application factor; PER: Predicted environmental rates; TER: toxicity to exposure ratio. TER values shown in
bold breach the relevant trigger.

Table 9.10-6:

Risk assessment for non-target terrestrial plants due to the use of A18385B in
maize using higher tier field endpoint and risk mitigation (in-field no-spray

buffer zones, and drift-reducing nozzles)

Intended use Maize

Product A18385B

Application rate (g/ha) 1 x 400

MAF Not applicable

Buffer strip Drift rate PERft-field PEROoft-field PEROft-field PERft-field

(m) (%) (g/ha) 50 % driftred. |75 % driftred. |90 % drift red.
(9/ha) (g/ha) (9/ha)

1 2.77 111 5.54 2.77 1.11

5 0.57 2.28 1.14 0.570 0.228

Toxicity value TER

ERso = 14.7 g/ha criterion: TER >5

1 2.77 13 2.7 53 13

5 0.57 6.4 13 26 64

Application rate (g/ha) 1 x 500

MAF Not applicable

Buffer strip Drift rate PERoft-field PERuoftfield PERuoftfield PERoft-field

(m) (%) (g/ha) 50 % driftred. |75 % driftred. |90 % drift red.
(9/ha) (g/ha) (9/ha)

1 2.77 13.9 6.93 3.46 1.39

5 0.57 2.85 1.43 0.713 0.285

Toxicity value TER

ERso = 14.7 g/ha criterion: TER > 5

1 2.77 11 2.1 4.2 11

5 0.57 5.2 10 21 52

MAF: Multiple application factor; PER: Predicted environmental rates; TER: toxicity to exposure ratio. TER values shown in

bold breach the relevant trigger.

9.10.3 Overall conclusions

The risk of A18385B to non-target terrestrial plants was assessed from toxicity exposure ratios (TERS)
using the formulation toxicity data from Tier Il studies using a calculated HC5, and the maximum off-field
predicted environmental residues (PERS). Higher tier field studies have been used to further refine the risk
assessment.

When based on the probabilistic HCs approach, the risk to non-target terrestrial plants in off-crop areas is
acceptable following use of A18385B according to the proposed use pattern, provided the following
mitigation is implemented:

1 x 400 g A18385B/ha:

VV-876674



A18385B / Spandis Page 110/206
Part B — Section B9 — PL Core Assessment Template for chemical PPP
ZRMS version Version March 2022

« No buffer and 90% drift reduction mitigation or
« 5 m buffer with 50% drift reduction or
o 10 m buffer with no drift reduction

1 x 500 g A18385B/ha:
« 5 m buffer with 75% drift reduction or
o 10 m buffer with 50% drift reduction or
o 15 m buffer with no drift reduction.

When based on the most sensitive ERs of the higher tier field studies, the risk to non-target terrestrial plants
in off-crop areas is acceptable following use of A18385B according to the proposed use pattern, provided
the following mitigation is implemented:

1 x 400 g A18385B/ha:
o 75% drift reduction or
« 5 m buffer

1 x 500 g A18385B/ha:
« 90% drift reduction mitigation or
« 5m buffer

Review Comments:

The risk assessment is based on the “Guidance Document on Terrestrial Ecotoxicology”,
(SANCO/10329/2002 rev.2 final, 2002).

Based on the probabilistic and higher tier risk assessment it can be concluded that the proposed use of
A18385B poses acceptable risk to non-target plants, if applied according to the recommended use pattern.
Particular precautions to reduce the environmental concentrations resulting from A18385B applications
are required.

For Poland, zRMS agrees to apply mitigation measures derived from risk assessment performed with
most sensitive ERsy from higher tier field studies.

9.11 Effects on other terrestrial organisms (flora and fauna) (KCP 10.7)

Tests on other non-target species are not required.

9.12 Monitoring data (KCP 10.8)

There are no other relevant data for the active substances or product on organisms in the environment
generated from monitoring schemes.

9.13 Classification and Labelling

Based upon all the available aquatic endpoints for A8714C, the proposed classification and labelling of
AB714C, driven by effects on aquatic plants is:
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Acute Category 1/ Chronic Category 1

H410: Very toxic to aquatic life with long lasting effects.

P391: Collect spillage

P501: Dispose of contents/ container in accordance with national law
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Appendix 1  Lists of data considered in support of the evaluation

Product studies relied on and submitted with this application are listed in the table below. These studies were not evaluated as part of the EU assessment of

prosulfuron, nicosulfuron and dicamba. List of data submitted by the applicant and relied on

Title
Data Company Report No. Vertebrate
- Author(s) Year |Source (where different from company) study Owner
point GLP or GEP status Y/N
Published or not
KCP Liedtke A. 2013 Prosulfuron/dicamba/nicosulfuron WG (A18385B) plus adigor (A12127R) - Toxicity to N Syngenta
10.2.1/01 Pseudokirchneriella subcapitata in a 96-hour algal growth inhibition test
Syngenta
Harlan Laboratories Ltd., Itingen, Switzerland, D75032
GLP
not published
Syngenta File No A18385B_10020; VVV-405587
KCP Liedtke A. 2013a | Prosulfuron/dicamba/nicosulfuron WG (A18385B) plus adigor (A12127R) - Toxicity to the aquatic N Syngenta
10.2.1/02 higher plant Lemna gibba in a 7-day growth inhibition test
Syngenta
Harlan Laboratories Ltd., Itingen, Switzerland, D75010
GLP
not published
Syngenta File No A18385B_10021; VV-405419
KCP Kling A. 2013 Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Acute Oral and Contact N Syngenta
10.3.1.1/ Toxicity to the Honeybee, Apis mellifera L. under Laboratory Conditions
01 Syngenta
Eurofins Agroscience Services EcoChem GmbH, N-Osch., Germany, S13-00901
GLP
not published
Syngenta File No A18385B_10014; VV-404782
KCP Fallowfield L. 2013 Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - A rate-response laboratory N Syngenta
10.3.2.1/ bioassay of the effects of fresh residues on the predatory mite Typhlodromus pyri (Acari: Phytoseiidae)
01 Syngenta
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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

Mambo-Tox Ltd., Southampton, United Kingdom, SYN-13-19
GLP

not published

Syngenta File No A18385B_10017; VVV-404789

KCP
10.3.2.1/
02

Stevens J.

2013

Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - A rate-response laboratory
bioassay of the effects of fresh residues on the parasitic wasp Aphidius rhopalosiphi (Hymenoptera,
Braconidae)

Syngenta

Mambo-Tox Ltd., Southampton, United Kingdom, SYN-13-18

GLP

not published

Syngenta File No A18385B_10013; VV-405152

Syngenta

KCP
10.3.2.2/
01

Fallowfield L.

2014

Prosulfuron/Dicamba/Nicosulfuron WG (A1835B) plus Adigor (A12127R) - A rate-response extended
laboratory bioassay of the effects of fresh residues on the predatory mite Typhlodromus pyri

Syngenta

Mambo-Tox Ltd., Southampton, United Kingdom, SYN-13-53

GLP

not published

Syngenta File No A18385B_10070; VV-406997

Syngenta

KCP
10.3.2.2/
02

Stevens J.

2013a

Prosulfuron/Dicamba/Nicosulfuron WG (A1835B) plus Adigor (A12127R) - A rate-response extended
laboratory bioassay of the effects of fresh residues on the parasitic wasp Aphidius rhopalosiphi
(Hymenoptera, Braconidae)

Syngenta

Mambo-Tox Ltd., Southampton, United Kingdom, SYN-13-52

GLP

not published

Syngenta File No A18385B_10034; VV-406310

Syngenta

KCP
10.3.2.2/
03

Tew G.

2014

Prosulfuron/Dicamba/Nicosulfuron WG (A1835B) plus Adigor (A12127R) - A rate-response extended
laboratory bioassay of the effects of fresh residues on the rove beetle Aleochara bilineata
Syngenta

Syngenta
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Title
Data Company Report No. Vertebrate
point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
Mambo-Tox Ltd., Southampton, United Kingdom, SYN-13-54
GLP
not published
Syngenta File No A18385B_10072; VV-407006
KCP Vaughan R. 2014 Prosulfuron / dicamba / nicosulfuron WG (A18385B) plus Adigor (A12127R) - a rate-response extended N Syngenta
10.3.2.2/ laboratory test to evaluate the effects of fresh residues on the green lacewing Chrysoperla carnea
04 (Neuroptera, Chrysopidae)
Syngenta
Mambo-Tox Ltd., Southampton, United Kingdom, SYN-13-55
GLP
not published
Syngenta File No A18385B_10081; VV-407544
KCP Friedrich S. 2015 CGA300406 - Sublethal Toxicity to the Earthworm Eisenia fetida in Artificial Soil with 5 % peat N Syngenta
104.1.1/ Syngenta
01 BioChem Agrar, Gerichshain, Germany, 15 10 48 138 S
GLP
not published
Syngenta File No CGA300406_10018; VV-414538
KCP Friedrich S. 2012 CGA349707 - Sublethal toxicity to the earthworm Eisenia fetida in artificial soil with 5 % peat N Syngenta
10.4.1.1/ Syngenta
02 BioChem Agrar, Gerichshain, Germany, 12 10 48 068 S
GLP
not published
Syngenta File No CGA349707_10001; VV-402755
KCP Friedrich S. 2012a |CGA159902 - Sublethal toxicity to the earthworm Eisenia fetida in artificial soil with 5 % peat N Syngenta
10.4.1.1/ Syngenta
03 BioChem Agrar, Gerichshain, Germany, 12 10 48 066 S
GLP
not published
Syngenta File No CGA159902_10003; VV-402932
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Title
Data Company Report No. Vertebrate
point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
KCP Friedrich S. 2012b | SYN542604 - Sublethal toxicity to the earthworm Eisenia fetida in artificial soil with 5 % peat N Syngenta
10.4.1.1/ Syngenta
04 BioChem Agrar, Gerichshain, Germany, 12 10 48 070 S
GLP
not published
Syngenta File No SYN542604_10007; VV-402929
KCP Friedrich S. 2012¢c | CGA325025 - Sublethal toxicity to the earthworm Eisenia fetida in artificial soil with 5 % peat N Syngenta
104.1.1/ Syngenta
05 BioChem Agrar, Gerichshain, Germany, 12 10 48 064 S
GLP
not published
Syngenta File No CGA325025_10003; VV-402933
KCP Friedrich S. 2012d | Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Sublethal Toxicity to the N Syngenta
104.1.1/ Earthworm Eisenia fetida in Artificial Soil
06 Syngenta
BioChem Agrar, Gerichshain, Germany, 12 10 48 115 S
GLP
not published
Syngenta File No A18385B_10000; VV-403301
KCP Friedrich S. 2012e | CGA349707 - Effects on the reproduction of the collembolans Folsomia candida N Syngenta
10.4.2/01 Syngenta
BioChem Agrar, Gerichshain, Germany, 12 10 48 067 S
GLP
not published
Syngenta File No CGA349707_10002; VV-402756
KCP Friedrich S. 2012f | CGA159902 - Effects on the reproduction of the collembolans Folsomia candida N Syngenta
10.4.2/02 Syngenta
BioChem Agrar, Gerichshain, Germany, 12 10 48 065 S
GLP
not published
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Title
Data Company Report No. Vertebrate
point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N

Published or not

Syngenta File No CGA159902_10002; VV-402759

KCP Friedrich S. 20129 |SYN542604 - Effects on the reproduction of the collembolans Folsomia candida N Syngenta
10.4.2/03 Syngenta

BioChem Agrar, Gerichshain, Germany, 12 10 48 069 S

GLP

not published
Syngenta File No SYN542604_10006; VV-402926

KCP Friedrich S. 2012h | CGA325025 - Effects on the reproduction of the collembolans Folsomia candida N Syngenta
10.4.2/04 Syngenta

BioChem Agrar, Gerichshain, Germany, 12 10 48 063 S

GLP

not published
Syngenta File No CGA325025_10002; VV-402757

KCP Friedrich S. 2015a | CGA300406 - Effects on the Reproduction of the Collembolan Folsomia candida N Syngenta
10.4.2/05 Syngenta

BioChem Agrar, Gerichshain, Germany, 15 10 48 139 S

GLP

not published
Syngenta File No CGA300406_10017; VV-414529

KCP Friedrich S. 2013 Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Effects on the N Syngenta
10.4.2/06 Reproduction of the Collembolan Folsomia candida

Syngenta

BioChem Agrar, Gerichshain, Germany, 13 10 48 084 S

GLP

not published
Syngenta File No A18385B_10011; VV-404932

KCP Schulz L. 2013 Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Effects on the N Syngenta
10.4.2 /07 Reproduction of the Predatory Mite Hypoaspis aculeifer
Syngenta

BioChem Agrar, Gerichshain, Germany, 13 10 48 085 S
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Title
Data Company Report No. Vertebrate
point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
GLP
not published
Syngenta File No A18385B_10012; VV-404934
KCP 10.5 /| Hutcheson K. 2015 CGA349707 - Effect on soil microbial activity, carbon and nitrogen transformations N Syngenta
01 Syngenta
CEM Analytical Services Ltd (CEMAS) - Berkshire, UK, CEMR-6587
GLP
not published
Syngenta File No CGA349707_10012; VV-411802
KCP 10.5/| Schulz L. 2013a | Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Effects on the Activity of N Syngenta
02 Soil Microflora (Nitrogen and Carbon Transformation Tests)
Syngenta
BioChem Agrar, Gerichshain, Germany, 13 10 48 061 C/N
GLP
not published
Syngenta File No A18385B_10010; VVV-405078
KCP Bramby-Gunary J. 2013 Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Evaluation of the N Syngenta
10.6.2/01 Phytotoxicity to Non Target Terrestrial Plant Vegetative Vigour Test
Syngenta
AgroChemex Ltd, Manningtree, United Kingdom, ACE-12-183
GLP
not published
Syngenta File No A18385B_10004; VV-403949
KCP Dickinson R. 2015 Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Evaluation of the N Syngenta
10.6.4/01 Phytotoxicity to Non Target Terrestrial Plant Vegetative Vigour Test in a higher tier field study
Syngenta
Agrochemex International Ltd., Aldhams Farm Research Station, Lawford, United Kingdom, ACE-14-
062
GLP
not published
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Title
Data Company Report No. Vertebrate
point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
Syngenta File No A18385B_10378; VVV-413377
KCP Bramby-Gunary J. 2013a | Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Evaluation of the N Syngenta
10.6.2/02 Phytotoxicity to Non Target Terrestrial Plant Seedling Emergence and Seedling Growth Test
Syngenta
AgroChemex Ltd, Manningtree, United Kingdom, ACE-12-182
GLP
not published
Syngenta File No A18385B_10003; VV-403948
KCP Dickinson R. 2015a | Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus Adigor (A12127R) - Evaluation of the N Syngenta
10.6.4 /02 Phytotoxicity to Non Target Terrestrial Plant Seedling Emergence and Seedling Growth in a higher tier
field study
Syngenta
Agrochemex International Ltd., Aldhams Farm Research Station, Lawford, United Kingdom, ACE-14-
061
GLP
not published
Syngenta File No A18385B_10377; VV-413376

VV-876674



A18385B / Spandis Page 119/206
Part B — Section B9 — PL Core Assessment Template for chemical PPP
ZRMS version Version March 2022

Appendix 2 Detailed evaluation of the new studies

Review Comment:

Most of the studies have been evaluated in fRR of A18385B (zZRMS — SK) dated 16/08/2016. Only four
studies have been assessted in this report (KCP 10.4.1.1/01, 10.4.2/05, 10.6.4/01 and 10.6.4/02).

A2l KCP 10.1 Effects on birds and other terrestrial vertebrates

A211 KCP 10.1.1 Effects on birds

A211.1 KCP10.1.1.1 Acute oral toxicity

A21.12 KCP 10.1.1.2 Higher tier data on birds

A212 KCP 10.1.2 Effects on terrestrial vertebrates other than birds
A2121 KCP10.1.2.1 Acute oral toxicity to mammals

A2122 KCP 10.1.2.2 Higher tier data on mammals

A213 KCP 10.1.3 Effects on other terrestrial vertebrate wildlife (reptiles

and amphibians)

A22 KCP 10.2 Effects on aquatic organisms

A221 KCP 10.2.1 Acute toxicity to fish, aquatic invertebrates, or effects on
aquatic algae and macrophytes

A2211 Algae

The following study on algae has not been evaluated as part of the EU assessment of prosulfuron,
nicosulfuron and dicamba but was evaluated in the Central zone for authorization of A18385B and
considered acceptable. For convenience, a full study summary is presented below.

Reference: KCP 10.2.1/01

Report Liedtke A, 2013, Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus
Adigor (A12127R) - Toxicity to Pseudokirchneriella subcapitata in a 96-
hour algal growth inhibition test, Report Number D75032, Harlan
Laboratories Ltd., Zelgiwelg 1, 4452 Itingen, Switzerland, (Syngenta File
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No. A18385B_10020)

Guideline(s): OECD Guidelines for Testing of Chemicals, Section 2 - Effects on Biotic
Systems, Method 201: Freshwater Alga and Cyanobacteria, Growth
Inhibition Test (2006)
Commission Regulation (EC) No. 761/2009 C.3: Algal Inhibition Test,
2009
US EPA Ecological Effects Test Guidelines, OPPTS 850.5400: Algal
Toxicity, Tiers | and 11, (1996)

Deviations: No.

GLP: Yes.

Acceptability: Yes/No/Supplementary

Executive Summary

The toxicity of Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus adjuvant Adigor (A12127R) to
the green alga Pseudokirchneriella subcapitata was determined. The nominal test item concentrations
tested were 0.046, 0.10, 0.22, 0.46, 1.0 and 2.2 mg A18385B plus A12127R/L. Additionally, a control
group was tested in parallel.

Based on nominal concentrations of the formulation A18385B plus A12127R the 72-hour ECso was
0.73 mg/L, the EyCso was 0.30 mg/L and the ExCso was 0.34 mg/L. The 96-hour E;Cso was 0.86 mg/L, the

E,Cso was 0.38 mg/L and the ExCso was 0.36 mg/L.

Materials

Test Material
Lot/Batch #:

Actual content of
ingredients:

active

Description:
Stability of test compound:
Reanalysis/expiry date:
Density:
Test material

Lot/Batch #:
Content of Sum of Fatty Acid
Methyl Esters
(sum of main components):
Description:
Stability of test compound:
Reanalysis/expiry date:
Density:
Treatments
Test concentrations:

Solvent:

Positive control:

Analysis of test concentrations:
Test organism

Species:

Source:

Test design

VV-876674

A18385B Prosulfuron/Dicamba/Nicosulfuron WG

SMU2BP004

Prosulfuron: 4.32% wiw
Dicamba: 41.0% wiw
Nicosulfuron: 10.5% wiw

Brown granules

Stable when stored at room temperature at about 20°C, in the dark.
30 September 2014

Not applicable

A12127R Adigor

UNI2IB0912

42.9% (w/w) corresponding to 398 g/L.

Light yellow liquid

Stable when stored at room temperature at about 20°C, in the dark.
31 October 2016

927 kg/m?®

Culture medium control and nominal formulation concentrations of 0.046,
0.10, 0.22, 0.46, 1.0 and 2.2 mg A18385B/L

None

Potassium dichromate is used at twice a year

Yes, 0 and 96 hours (based on measurements of prosulfuron by HPLC-MS/MS)

Pseudokirchneriella subcapitata, Strain No. 61.81 SAG
Collection of Algal Cultures (SAG, Institute for Plant Physiology, University
of Gottingen, 37073 Gottingen/ Germany).
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Test vessels: 50 mL Erlenmeyer flasks covered with glass dish containing 15 mL of media

Test medium: Reconstituted water (AAP algal medium)
Replication: Six vessels for the control and three vessels for each test concentration
Starting cell density: 0.5 x 10* cells/mL
Exposure regime: Static
Aeration: No
Duration: 96 hours
Environmental conditions
Test temperature: 22°C
pH: test start: 741075
test end: 8.7t09.1
Lighting: Continuous illumination at 4800 to 5900 Lux

Study Design and Methods
Experimental dates: 23" May 2013 to 17" July 2013.

Since the test item comprises two components (A18385B and A12127R) the preparation of the stock
solution was performed by mixing these two components at a ratio of 1:3 (w/v) in test water. For this
preparation, 278.7 mg of A12127R were carefully mixed into approximately 200 mL test water. Thereafter,
100.4 mg of A18385B were carefully mixed into the first preparation and subsequently step by step and
under stirring, filled up to 1000 mL. The solution was stirred for 15 minutes at room temperature. This
intensively mixed stock solution was used in a series of dilutions steps to prepare the test media of all test
item concentrations. The test media were prepared just before the start of the test.

The test was started using a nominal algal cell density of 5000 cells/mL. Test solutions were continuously
stirred with magnetic stirrers and were held in a temperature controlled water bath at a temperature of 22°C
and illuminated by fluorescent tubes.

A small volume of the algal suspension was taken from each test flask daily for the measurement of the
biomass. At the end of the test, a sample was taken from the control and from the test concentration of
nominal 0.22 mg A18385B/L. The shape and size of the algal cells were examined microscopically in these
samples.

The pH was measured at the start and at the end of the test. The water temperature was measured and
recorded daily in a flask incubated under the same conditions as the test flasks. The appearance of the test
media was also recorded daily.

The test concentrations were verified by chemical analysis of prosulfuron at 0 and 96 hours, using HPLC-
MS/MS.

Results and Discussion

Since the test item comprises two components (A18385B and A12127R) the preparation of the stock
solution was performed by mixing these two components at a ratio of 1:3 (w/v) in test water.

The measured concentrations of the active ingredient prosulfuron of the formulation A18385B plus
Al12127R in the test media of the concentrations of 0.046 to 2.2 mg/L were between 95 and 107% of the
nominal values at the start of the test and between 91 and 107% at the end of the test. The reported biological
results were based on the nominal concentrations of the test item since the correct dosage of the formulation
and the stability of the active ingredient was confirmed.
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Table Al Analytical results
Nominal concentrations | Nominal concentrations | % of nominal measured | % of nominal measured
of A18385B plus of prosulfuron at at
Al12127R (WL) 0 hours 96 hours
(mg/L)
Control Control n.a. n.a.
0.046 1.99 102 91
0.10 4.32 101 102
0.22 9.50 104 103
0.46 19.9 107 107
1.0 43.2 95 97
2.2 95.0 102 103

The algal biomass was measured at 24, 48, 72 and 96 hours and the biomass integral, growth rate and yield
were calculated. The 72-hour and 96-hour ExCso, EyCso and E;Cso values (defined as the concentration
resulting in 50% reduction of each parameter) were calculated using Probit Analysis using linear maximum
likelihood regression. A Williams t-test or a Welch t-test, as appropriate, was used to identify significant
differences in the calculated mean biomass, growth rate and yield of test item treatments compared to the
control.

There were no abnormalities, observed microscopically, in the control or 0.22 mg A18385B/L test culture
at 96 hours.

Growth rates

The growth rate 0 to 72 hours and 0 to 96 hours were calculated for each replicate culture and the means
are shown below, alongside the estimated ECso values.

Table A2 Mean values at each concentration of A18385B plus A12127R for the growth

rate at 72 and 96 hours for Pseudokirchneriella subcapitata and relevant

endpoints
Nominal concentrations of Mean growth rate Percentage | Mean growth rate | Percentage
A18385B plus A12127R (mg/L) | (1/day) inhibition | (1/day) inhibition
0-72hrs 0-96 hrs
Control 1.50 0.0 1.36 0.0
0.046 1.47 1.6 1.35 0.5
0.10 1.43# 4.3 1.35 0.5
0.22 1.34# 10.4 1.29# 5.3
0.46 1.20# 19.7 1.16# 14.5
1.0 0.45# 70.2 0.52# 62.1
2.2 -0.04# 102.9 0.16# 88.3
ErCso mg A18385B plus 0.73 0.86
Al12127R/L
(95% confidence limits) 0.68-0.79 0.80-0.92
NOEC 0.046 0.10
LOEC 0.10 0.22

#: mean value significantly lower than in the control (according to Welch t-test, one-sided smaller, a = 0.05)

Yield

The yield 0 to 72 hours and 0 to 96 hours were calculated for each replicate culture and the means are

shown below, alongside the estimated ECs values.
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Table A 3: Mean values at each concentration of A18385B plus A12127R for the yield at

72 and 96 hours for Pseudokirchneriella subcapitata and relevant endpoints

Nominal concentrations of Mean yield Percentage | Mean yield Percentage

A18385B plus A12127R (mg/L) | (x 10%cells/mL) inhibition | (x 103cells/mL) inhibition

0-72hrs 0-96 hrs

Control 80.4 0.0 207.5 0.0

0.046 74.5* 7.3 202.3 2.5

0.10 66.0* 17.9 201.3 3.0

0.22 50.0* 37.8 155.2* 25.2

0.46 32.8* 59.3 93.9* 54.7

1.0 2.6* 96.8 6.3* 97.0

2.2 -0.1* 100.1 0.9* 99.6

EyCsomg A18385B plus 0.30 0.38

Al12127R/L

(95% confidence limits) 0.26-0.34 0.35-0.42

NOEC n.d. 0.10

LOEC 0.046 0.22

*: mean value significantly lower than in control (according to Williams t-test, one-sided smaller, o. = 0.05)

Biomass (area under the growth curve)

The areas under the growth curve for 0 to 72 hours and 0 to 96 hours were calculated for each replicate
culture and the means are shown below, alongside the estimated ECso values.

Table A 4:

integral (area under the growth curve) at 72 and 96 hours for
Pseudokirchneriella subcapitata and relevant endpoints

Mean values at each concentration of A18385B plus A12127R for the biomass

Nominal concentrations of Mean biomass Percentage | Mean biomass Percentage
A18385B plus A12127R integral (103 * day) | inhibition | integral (103 * day) | inhibition
(mg/L) 0-72hrs 0-96 hrs

Control 65.6 0.0 209.5 0.0

0.046 61.8* 5.7 200.2 4.4

0.10 55.8* 14.8 189.5* 9.6

0.22 43.6* 335 146.2* 30.2

0.46 30.2* 54.0 93.5* 55.4

1.0 3.7* 94.4 8.1* 96.1

2.2 -0.2* 100.3 0.2* 99.9
EnCso mg A18385B plus 0.34 0.36

A12127R/L

(95% confidence limits) 0.30-0.38 0.32-0.39

NOEC n.d. 0.046

LOEC 0.046 0.10

*: mean value significantly lower than in control (according to Williams t-test, one-sided smaller, o. = 0.05)

Validity criteria

In the control the biomass increased by a factor of 89.1 over 72 hours (should be at least 16).
e The mean coefficient of variation of the daily growth rates in the control during 72 and 96 hours

was 14.5 and 24%, respectively (must not be higher than 35%).

e The coefficient of variation of the average specific growth rates in the replicates of the control after
72 and 96 hours was 1.6 and 1.1%, respectively (must not be higher than 7%).
e The coefficient of variation of the fluorescence values in replicate control cultures during 72 and
96 hours was 7.2 and 6.1%, respectively (must not exceed 20%).
e The pH rose in the control from 7.5 at test start to 9.1 at test end (should not increase by more than
1.5 units). The increase in pH during the test was caused by the uptake of CO2 by the algae due to
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their rapid growth, despite the test media being stirred continuously during the test. However, since
all validity criteria concerning the growth are fulfilled the test is considered to be valid.

Conclusions

Based on nominal concentrations of the formulation A18385B plus A12127R the 72-hour E.Cso was
0.73 mg/L, the EyCso was 0.30 mg/L and the ExCso was 0.34 mg/L. The 96-hour E;Cso was 0.86 mg/L, the
E,Csowas 0.38 mg/L and the E,Cso was 0.36 mg/L.

Based on nominal concentrations of the formulation A18385B plus A12127R the LOECs at 72 hours,
based on growth rate, yield and biomass integral, were 0.10, 0.046 and 0.046 mg/L respectively, and at 96
hours based on growth rate, yield and biomass integral were 0.22, 0.22 and 0.10 mg/L, respectively.

The NOEC at 72 hours, based on growth rate was 0.046 mg/L. The NOECs at 96 hours, based on growth
rate, yield and biomass integral, were 0.10, 0.10 and 0.046 mg/L, respectively.

(Liedtke A, 2013)

A2212 Aquatic macrophyte

The following study on Lemna has not been evaluated as part of the EU assessment of prosulfuron,
nicosulfuron and dicamba but was evaluated in the Central zone for authorization of A18385B and
considered acceptable. For convenience, a full study summary is presented below.

Reference: KCP 10.2.1/02

Report Liedtke A, 2013a, Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus
Adigor (A12127R) — Toxicity to the Aquatic Higher Plant Lemna gibba in a
7-Day Growth Inhibition Test. Report Number D75010. Harlan Laboratories
Ltd.,, Zelgliweg 1, 4452 Itingen, Switzerland. Syngenta file no
A18385B_10021

Guideline(s): OECD Guidelines for Testing of Chemicals, Section 2 - Effects on Biotic
Systems, Method 221: Lemna sp. Growth Inhibition Test (2006)

Commission Regulation (EC) No. 761/2009 laying down test methods
pursuant to Regulation (EC) No. 1907/2006 of the European Parliament and
of the Council on the Registration, Evaluation, Authorisation and Restriction
of Chemicals (REACH), 2009, C.26: Lemna sp. Growth Inhibition Test.

US EPA Ecological Effects Test Guidelines, OPPTS 850.4400: Aquatic Plant
Toxicity using Lemna spp., Tiers | and |1, (1996).

Deviations: No.
GLP: Yes.
Acceptability: Yes/No/Supplementary

Executive Summary

The toxicity of A18385B plus A12127R to the aquatic plant Lemna gibba was determined in a 7-day semi-
static test with medium renewal every 48 or 72 hours. The Lemna were exposed to nominal concentrations
0f 2.8, 6.0, 13, 28 and 60 ug A18385B/L alongside a dilution water control. Since the test item comprises
two components (A18385B and A12127R) the preparation of the stock solution was performed by mixing
these two components at a ratio of 1:3 (w/v) in test water.
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For frond number, the 7-day ECso for yield (E,Cso) and growth rate (E.Cso) for A18385B plus A12127R to
Lemna gibba, were 10 and 17 pg A18385B/L, respectively, based on nominal concentrations. For dry
weight, the 7-day ECso for yield (EyCso) and growth rate (E:Cso) were 21 and >60mg A18385B/L,
respectively, based on nominal concentrations.

Materials
Test Material

Lot/Batch #:
Actual content of
ingredients:

Description:

Stability of test compound:
Reanalysis/expiry date:
Test Material

Lot/Batch #:
Actual content of
ingredients:

Description:

Stability of test compound:
Reanalysis/expiry date:
Density:

Treatments

Test concentrations:

Solvent:

Vehicle and/or positive control:

Analysis of test concentrations:

Test organisms
Species:
Source:

Test design
Test vessels:

Test medium:
Replication:

Initial frond number:
Exposure regime:
Duration:

Environmental conditions
Temperature:

pH:

Lighting:

VV-876674

active

active

A18385B
Prosulfuron/Dicamba/Nicosulfuron
SMU2BP004

Prosulfuron: 4.32% wiw
Dicamba: 41.0% w/w
Nicosulfuron: 10.5% w/w

Brown granules

Stable under standard conditions

30 September 2014

Al12127R

Adigor

UNI21B0912

Content of sum of fatty acid methyl esters : 42.9% corresponding to 398 g/L
Some of the main components:

Methyl oleate 26.9% corresponding to 249 g/L
Methyl linoleate  8.92% corresponding to 82.7 g/L
Methyl linolenate  4.29% corresponding to 39.8 g/L
Methyl palminate  2.08% corresponding to 19.3 g/L
Methyl stearate 0.72% corresponding to 6.7 g/L
Light yellow liquid

Stable under standard conditions

31 October 2016

927 kg/m?®

Dilution water control; nominal concentration of 2.8, 6.0, 13, 28 and 60 pg
A18385B/L

None

3,5-dichlorophenol is used as a positive control twice a year. (Latest positive
control test performed in April 2013, study #: D74266)

Yes, analysis of the active ingredient prosulfuron in freshly prepared and aged
test media on days 0, 3, 5 and 7 using HPLC-MS/MS analysis. Duplicate
samples taken.

Lemna gibba G3 (family Lemnaceae, Macrophyta)

The original culture was supplied by Bayer CropScience AG, 40789 Monheim,
Germany in 2007. The plants were axenically cultivated at Harlan Laboratories
Ltd., for more than four weeks prior to the test. The pre-culture was maintained
under the conditions of the test (nutrient medium, light conditions and
temperature) for at least seven days prior to the start of the test. The test was
started with plants from an exponentially growing culture. Only young, rapidly
growing colonies without visible lesions were used.

250 mL glass dishes (diameter of approx. 9.5 cm) filled with 150 mL of test
medium with glass dish covers

20X AAP growth medium according to OECD guideline

Three vessels for the control and each test concentration

4 fronds per plant, total 12 fronds per replicate

Semi-static; test medium renewal every 48 or 72 hours

7 days

24°C
7.5 — 8.3 new solutions; 8.5 — 8.9 aged solutions
Continuous illumination at 7770 - 8700 Lux
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Study Design and Methods
Experimental dates: 3 June 2013 to 17" July 2013

Since the test item comprises two components (A18385B and A12127R) the preparation of the stock
solution was performed by mixing the two components at a ratio of 1:3 (w/v) in test water. A stock
solution was prepared by mixing 167.21mg (Day 0), 167.1 mg (Day 3) or 167.17 mg (Day 5) mg of
Al12127R in approximately 200 mL test water. Thereafter, 60.04 mg (Day 0), 60.0 mg (Day 3) or

60.23 mg (Day 5) of A18385B was carefully mixed into the first preparation and subsequently made up to
1000mL with stirring and finally stirred for 15 minutes at room temperature on days 0, 3 and 5. The stock
solution was used in a series of dilutions with test water to prepare the test media of the lower test
concentrations. The control consisted of culture medium only.

150 mL of the test solutions were transferred into 250 mL glass dishes and inoculated with Lemna plants.
Cultures were then transferred to a temperature-controlled room where they were maintained under the
conditions indicated above.

Assessments of frond number were made on days 0, 3, 5 and 7. Fronds were harvested for measurement
of dry weight after 7 days, and the initial dry weight was determined using a sample of 12 fronds at the
start of the test.

At test initiation, light intensity was measured at nine locations distributed over the test area, level with
the surface of the test media. The pH was measured and recorded in each treatment at the start and end of
each test medium renewal period. The water temperature was measured in a vessel filled with water
(incubated under the same conditions as the test vessels) on each working day. The appearance of the test
media was recorded on the counting days of the plants. The water temperature in the temperature-
controlled water bath was also measured continuously.

The test concentrations were verified by chemical analysis of the active ingredient prosulfuron in samples
from the freshly prepared and aged test media of all test concentrations, and from the control, on days 0, 3,
5 and 7, using HPLC-MS/MS analysis. For sampling of the aged test media, the test media of three
replicates per test concentration were pooled.

Results and Discussion
The analytically determined concentrations of A18385B plus A12127R (based on the measurement of the
active ingredient prosulfuron) were between 79 to 94% of the nominal values in fresh solutions and 77 to

96% in aged solutions (see table below). The limit of quantification in this study was 0.0489 pg
prosulfuron/L. Nominal concentrations were used for the calculation and reporting of results.
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Table A5 Analytical results
A18385B plus A12127R
Nomina_l 9% of nominal | % of nominal | % of nominal | % of nominal | % of nominal | % of nominal
concentrations measured at measured at measured at measured at measured at measured at
ng A18385B/L 0 days, 0 3 days, 72 3 days, 0 5 days, 48 5 days, 0 7 days, 48
hours hours hours hours hours hours
Control n.a. n.a. n.a. n.a. n.a. n.a.
2.8 81 79 89 87 89 82
6.0 81 77 94 91 90 86
13 80 80 85 91 88 85
28 80 78 91 81 84 83
60 79 83 90 96 82 78

The tabulated values represent rounded results obtained by calculation using the exact raw data
n.a. = not applicable

Data for frond number and dry weight was used to calculate growth rates and yield for the control and each
exposure concentration. Probit analysis using linear maximum likelihood regression was then used to
calculate the 7-day ErCso and EyCso, based on percent inhibition relative to the control. For the No Observed
Effect Concentration and Lowest Observed Effect Concentration, a multiple Williams t-test or Welch t-test
was used to determine values significantly different to the control.

Mean frond numbers are presented below along with the growth rate, yield and respective inhibition values,
alongside estimated ECs values:

Table A6 Effect of A18385B plus A12127R on growth rate and yield (frond number) of
Lemna gibba
Nominal Mean No. Based on Frond Number (0-7 days)
concentration fronds/replicate
(ng A18385B/L) (day 7) Growth Rate Inhibition of Yield Inhibition of
(day?) Growth Rate Yield (%)
(%)

Control 183.0 0.389 0.0 171.0 0.0
2.8 187.7 0.393 -0.9 175.7 -2.7
6.0 178.0 0.385 1.0 166.0 2.9
13 49.3 0.201# 48.3 37.3* 78.2
28 27.7 0.114#* 70.7 14.7* 914
60 20.7 0.078# 80.1 8.7* 94.9

ECso (ug A18385B/L) 17 10

95% confidence limits 14-21 9.1-11
NOEC (ug A18385B/L) 60 6.0
LOEC (ng A18385B/L) 13 13

(-) = increase in growth relative to that of control
# = Mean value statistically significantly lower than in the control (according to Welch t-test, one-sided smaller, a = 0.05)
* = Mean value statistically significantly lower than in the control (according to Williams t-test, one-sided smaller, a = 0.05)

Mean dry weights are presented below along with the growth rate, yield and respective inhibition values,
alongside estimated ECs, values:

Table A7 Effect of A18385B plus A12127R on growth rate and yield (dry weight) of
Lemna gibba
Nominal Mean Dry Based on Dry Weight (0-7 days)
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concentration Weight (mg Growth Rate Inhibition of Yield Inhibition of
(ng per test vessel) (day™) Growth Rate (mg) Yield (%)
A18385B/L) (day 7) (%)
Control 22.7 0.446 0.00 21.7 0.00
2.8 245 0.456 -2.24 235 -8.29
6.0 21.7 0.439 1.57 20.7 4.61
13 12.6 0.361* 19.06 11.6# 46.54
28 8.9 0.312* 30.04 7.9% 63.59
60 7.4 0.285* 36.10 6.4#* 70.51
ECso (ng A18385B/L) >60 21
95% confidence limits n.d. 17 -27
NOEC (ng A18385B/L) 6.0 6.0
LOEC (ng A18385B/L) 13 13

Inoculum = 1.01 mg dry weight per vessel; the dry weight at the start of the test was determined from a sample of the inoculum
culture representative of what was used to begin the test. This value was used for calculation of growth rate and yield.
- = increase in growth relative to that of control

* = Mean value statistically significantly lower than in the control (according to Williams t-test, one-sided smaller, o = 0.05)

# = Mean value statistically significantly lower than in the control (according to Welch t-test, one-sided smaller, a. = 0.05)

n.d. = not determined

No abnormalities in appearance of the test plants were recorded in the control and the test concentrations
of 2.8 and 6.0ug A18385B/L. Based on visual assessment, at the test concentrations of 13 to 60 pg
A18385B/L, chlorosis was observed on day 3 and 5 and the roots of the plants were also shorter on Day 5.
Additionally, at the end of the test, the fronds were smaller at test concentration 13 pg A18385B/L and
brown coloured at the two highest concentrations. No mortality of fronds was observed during the test.

Validity criteria
The validity criterion for the study was fulfilled:

o the doubling time (Tq) of frond number in the control must be <2.5 days (observed: 1.8 days)
Conclusions
For frond number, the 7-day ECso for yield (E,Cso) and growth rate (E.Cso) for A18385B plus A12127R to
Lemna gibba, were 10 and 17 ug A18385B/L, respectively, based on nominal concentrations. For dry
weight, the 7-day ECso for yield (EyCso) and growth rate (E:Cso) were 21 and >60mg A18385B/L,

respectively, based on nominal concentrations.

For frond number and dry weight, the 7-day NOEC, based on growth rate and yield, was 6.0 ug A18385B/L,
and the 7-day LOEC, based on growth rate and yield, was 13 ng A18385B/L

(Liedtke A, 2013a)

A222 KCP 10.2.2 Additional long-term and chronic toxicity studies on fish,
aquatic invertebrates and sediment dwelling organisms

A2221 Aquatic invertebrate

A223 KCP 10.2.3 Further testing on aquatic organisms
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A23 KCP 10.3 Effects on arthropods

A23.1 KCP 10.3.1 Effects on bees

A231.1 KCP 10.3.1.1 Acute toxicity to bees

A2311.1 KCP 10.3.1.1.1  Acute oral toxicity to bees

The following acute study on bees has not been evaluated as part of the EU assessment of prosulfuron,
nicosulfuron and dicamba but was evaluated in the Central zone for authorization of A18385B and
considered acceptable. For convenience, a full study summary is presented below.

Reference: KCP 10.3.1.1/01

Report Kling A, (2013), Prosulfuron/Dicamba/Nicosulfuron WG (A18385B) plus
Adigor (A12127R) - Acute Oral and Contact Toxicity to the Honeybee, Apis
mellifera L. under Laboratory Conditions, Report Number S13-00901.
Eurofins Agroscience Services EcoChem GmbH, Eutinger Str. 24, 75223
Niefern-Oschelbronn, Germany. (Syngenta file No. A18385B 10014).

Guideline(s): OECD Guidelines for Testing of Chemicals, Section 2 - Effects on Biotic
Systems, Method 211: Daphnia magna Reproduction test (1998)
US EPA Ecological Effects Test Guidelines, OPPTS 850.1300: Daphnia
Chronic Toxicity Test (1996)
92/69/EEC, C.20 (2001)

Deviations: No.
GLP: Yes.
Acceptability: Yes/No/Supplementary

Executive Summary

The 48-hour oral LDsp value for A18385B was >256 pg product/bee and the 48-hour contact LDso was
140 pg product/bee.

Materials

Test Material A18385B
Prosulfuron/Dicamba/Nicosulfuron

Lot/Batch #: SMU2BP004

Actual content of active Prosulfuron: 4.32% w/w

ingredients: Dicamba: 41.0% w/w
Nicosulfuron: 10.5% w/w

Description: Brown granules

Stability of test compound: Stable under standard conditions
Reanalysis/Expiry date: 30 September 2014

Density: n/a
Treatments
Test rates: Oral: Nominal — 15.6, 31.3, 62.5, 125 and 250 ug A18385B/bee
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Measured — 17.3, 35.5, 71.5, 139 and 256 pug A18385B/bee
Contact: Nominal — 15.6, 31.3, 62.5, 125 and 250 pg A18385B/bee

Control: Oral: 50% w/v aqueous sucrose solution
Contact: Tap water
Adjuvant: Adigor (A12127R) (mixture of emulsified fatty acid esters on basis of

oleic acid methylester). Application concentrations equivalent to 3:1
relative to the test item

Toxic standard: Perfekthion/BAS 152 11 | (hominally 400 g dimethoate/L; measured
411.7 g dimethoate/L)

Oral: Nominal — 0.06, 0.08, 0.11 and 0.15 pg dimethoate/bee
Contact: Nominal — 0.10, 0.14, 0.19 and 0.25 pg dimethoate/bee

Administration: Contact: cuticular absorption following the application of droplets
dorsally to the thorax of each bee
Oral: ingestion in aqueous sucrose solution

Test organisms

Species: Apis mellifera L. (Hymenoptera, Apidae)

Source: Young adult worker bees from a healthy colony descended from a
breeding line of a beekeeper in Mayen, Germany (responsible
beekeeper: Gerald Wolters, Im Bannen 38 — 54, G-56727 Mayen,
Germany), collected the day before test start and kept under test

conditions.

Food: 50% wi/v agqueous sucrose solution

Test design

Test cage description: Stainless steel chambers (approx. 8.0 x 4.0 x 6.0 cm) with a transparent
window in the front and a perforated steel bottom. The test cages were
lined with filter paper.

Replication: 4

No. of bees/arena : 10

Duration of test: 48 hours

Environmental test

conditions

Temperature: 24.3 -25.7°C

Humidity: 59.4-67.3% RH

Photoperiod: Constant darkness

Study Design and Methods

Experimental dates: 7" May 2013 to 9" May 2013

Honeybees (Apis mellifera L.) were exposed to A18385B via two routes of administration: (1) contact, i.e.
cuticular absorption following the application of a droplet to the dorsal body surface of a solution in tap
water; after each application the applicator needle was cleaned with a mixture of water and water-wetting
agent; and (2) oral ingestion in aqueous sucrose solution. To immobilise the bees during the course of
treatment, they were anaesthetised using CO..

Contact test procedures: Bees were treated with a 2 puL. droplet of A18385B, control, or toxic standard,
applied to the dorsal surface of the thorax using a micro applicator. A 2 uL droplet was chosen in deviation
to the guideline recommendation of 1 uL, since a higher volume was considered to ensure a more reliable
dispersion of the test item. No adverse effects on the outcome of the study were expected. The bees were
returned to the test unit, allowed to recover with a continuous supply of 50% wi/v aqueous sucrose solution.

Oral test procedures: Bees were starved for 2 hours until treatment. Each group of bees was offered

250 pL (equivalent to 25 plL/bee) of A18385B or toxic standard dispersed in aqueous sucrose solution.
Treatments were calculated so that the target dose was contained in 20 pL, however 25 uL was actually
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provided per bee. This was to ensure sufficient consumption of the test material so that the target dose was
achieved. The doses were measured into eppendorf cups and the weights of these were recorded before the
doses were made available to the bees. The bees were allowed to consume the test solutions up to a
maximum of six hours after which the eppendorf cups were replaced and 50% w/v aqueous sucrose solution
provided ad libitum. All cups with test solutions were weighed after feeding in order to calculate actual
mean consumption per bee for each treatment.

In both the contact and oral tests there were four replicates per treatment. Mortality and sublethal effects
were assessed at 4, 24 and 48 hours.

The mortality [%] per treatment was calculated from the number of dead bees and the total number of
introduced bees per treatment group. The calculation of corrected mortality in the test item and reference
item treatments according to Schneider-Orelli (1947) was not necessary.

The LDsp values with 95% confidence limits of the reference and test item treatments were calculated by
means of a probit analysis. The oral LDso values for the test and reference item treatment were calculated
with the single consumption values per replicate.

Results and Discussion

Mortality data for the test material and toxic standard are summarised in the table below.

Table A8 Summary of acute toxicity of A18385B to the honeybee
Exposure .
T - LD I 95% confidence
reatment Duration s0 values interval
Route
(hours)
Contact 24 160 137-191
Test material ontac 48 140 116-176
(ng A18385B/bee) oral 24 >256 n.d.
48 >256 n.d.
Toxic standard Contact 24 0.17 0.15-0.19
(ng dimethoate/bee) Oral 24 0.15 0.14-0.16

n.d. = not determined

In the contact toxicity test at the 4 and 24 hours assessment, sublethal effects like affected, apathetic or
moribund bees occurred over all tested dose levels, especially in the two highest levels (125 and 250 pg
product/bee). No sublethal effects were noticed at the 48 hours assessment.

In the oral toxicity test, sublethal effects like affected, apathetic or moribund bees were observed in the
dose levels of 2125 pg product/bee at the 4 and 24 hours assessments. At the final assessment, 48 hours
after test start, affected bees were noticed in the highest tested dose level (256 pg product/bee).

Validity Criteria

The study is considered to be valid because:
e the mean mortality of the control in the oral and contact toxicity test was <10% (observed 0%
after 48 hours)
o the 24 h LDso of the reference item in the oral toxicity test was within the range of 0.10 to 0.35
ug a.s./bee (measured 0.15 pg dimethoate/bee)
o the 24 h LDsg of the reference item in the contact toxicity test was within the range of 0.10 to
0.30 pg a.s./bee (measured 0.17 pug dimethoate/bee)
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Conclusions

The 48-hour oral LDsp value for A18385B was >256 ug product/bee and the 48-hour contact LDso was
140 pg product/bee.

(Kling A, 2013)

A231.12 KCP 10.3.1.1.2  Acute contact toxicity to bees

Please see A 2.3.1.1.1.

A23.1.2 KCP 10.3.1.2. Chronic toxicity to bees

A23.13 KCP 10.3.1.3 Effects on honey bee development and other honey bee
life stages

A2314 KCP 10.3.1.4 Sub-lethal effects

A23.15 KCP 10.3.15 Cage and tunnel tests

A23.1.6 KCP 10.3.1.6 Field tests with honeybees

A23.2 KCP 10.3.2 Effects on non-target arthropods other than bees

A2321 KCP 10.3.2.1 Standard laboratory testing for non-target arthropods

A23211 Typhlodromus pyri

The following study has not been evaluated as part of the EU assessment of prosulfuron, nicosulfuron and
dicamba but was evaluated in the Central zone for authorization of A18385B and considered acceptable.
For convenience, a full study summary is presented below.

Reference: KCP 10.3.2.1/01

Report Fallowfield L, (2013), Prosulfuron/Dicamba/Nicosulfuron WG (A18385B)
plus Adigor (A12127R) — A rate-response laboratory bioassay of the effects
of fresh residues on the predatory mite Typhlodromus pyri (Acari:
Phytoseiidae). Report Number SYN-13-19 Mambo-Tox Ltd., 2 Venture
Road, Chilworth Science Park, Southampton SO16 7NP, UK. (Syngenta file
No. A18385B_10017).

Guideline(s): Bliimel et al. (2000). Laboratory residual contact test with the predatory
mite Typhlodromus pyri Scheuten (Acari: Phytoseiidae) for regulatory
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testing of plant protection products. IOBC Publication. ISBN 92-9067-129-

7.
Deviations: No.
GLP: Yes.
Acceptability: Yes/No/Supplementary

Executive Summary

In a worst-case laboratory test to determine the effects of A18385B, plus the adjuvant A12127R (Adigo