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zZRMS comments:
The text highlighted in grey was provided by the evaluator.

6 Mammalian Toxicology (KCP 7)

6.1 Summary

Table 6.1-1: Information on A18385B *

Product name and code A18385B

Formulation type Water dispersible granule [WG]
Active substance(s) (incl. content) Prosulfuron, 40 g/kg

Nicosulfuron, 100 g/kg
Dicamba, 400 g/kg

Function Herbicide
Product already evaluated as the ‘representative No
formulation’ during the approval of the active

substance(s)

Product previously evaluated in another MS according | Yes
to Uniform Principles
For a detailed list of authorizations granted by various
MS?’ please refer to Part B, Section 0.

* Information on the detailed composition of A18385B can be found in the confidential dRR Part C.

Justified proposals for classification and labelling

According to the criteria given in Regulation (EC) No 1272/2008 of the European Parliament and of the
Council of 16 December 2008, the following classification and labelling with regard to toxicological data
is proposed for the preparation:

Table 6.1-2: Justified proposals for classification and labelling for A18385B according to
Regulation (EC) No 1272/2008

Hazard class(es), categories: Eye Irrit. 2

Hazard pictograms or Code(s) GHS07
for hazard pictogram(s):

Signal word: Warning
Hazard statement(s): H319 Causes serious eye irritation
Precautionary statement(s): P264 Wash skin thoroughly after handling,

P280 Wear eye protection/face protection;

P305 + P351 + P338 IF IN EYES: Rinse cautiously with water for several
minutes. Remove contact lenses, if present and easy to do. Continue rinsing;
P337 + P313 If eye irritation persists: Get medical advice/attention.

Additional labelling phrases: EUHA401 To avoid risks to man and the environment, comply with the instruc-
tions for use.
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Table 6.1-3: Summary of risk assessment for operators, workers, bystanders and residents
for A18385B
Result PPE / Risk mitigation measures
Operators Acceptable None according to the exposure assessment.

Due to the classification of the product - Wear eye protection/face
protection when handling the product.

Workers Acceptable None
Bystanders Acceptable None
Residents Acceptable None

No unacceptable risk for operators, workers, bystanders and residents was identified when the product is
used as intended. No specific PPE is necessary

A summary of the critical uses and the overall conclusion regarding exposure for operators, workers and
bystanders/residents is presented in the following table.

Table 6.1-4 Critical uses and overall conclusion of exposure assessment

1 2 3 4 5 6 7 8 9 10
Use- | Crops and situ- | F, | Application Application rate PHI | Remarks: Acceptability of ex-
No.* | ation Fn, (d) posure assessment
(e.g. growth Fpn (e.g. safener/syn-
stage of crop) |G, - ergist (L/ha))
Gn, | Method/ Max. num- | Max. applica- | Water
Gpn | Kind ber (min. in- | tion rate L/ha critical gap for
terval be- kg as/ha
or - : operator,
1+ | o techmique | 222N 2P min worker, by-
Hor QUe| cations) a) prosulfuron | max stander or resi- | 5 | _ g 2
b) nicosulfuron dent exposure Tlelg|s
Z) per use / c) dicamba based on [Expo- g)- s | B g
) per crop sure model] o2 |a|c
season
Operators, work- |A |[A [A |A
ers, residents
[EFSA Guidance];
Bystanders, resi-
. . 1 a) 0.02 "
Maize Spraying, dents (Martin et
1 ) F (1 appl. every b) 0.05 200 - 400 | -
(BBCH 12-18) LCTM 3rd year) ¢)0.20 al.)
Use with and
without adjuvant

* Use number(s) in accordance with the list of all intended GAPs in Part B, Section 0 should be given in column 1
**  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
*** e.g. LC: low crops, HC: high crop, TM: tractor-mounted, HH: hand-held

Explanation for column 10 “Acceptability of exposure assessment”
A Exposure acceptable without PPE / risk mitigation measures

R Further refinement and/or risk mitigation measures required
- Exposure not acceptable/ Evaluation not possible

Data gaps

Noticed data gaps are:

6.2 Toxicological Information on Active Substance(s)

Information regarding classification of the active substances and on EU endpoints and critical areas of
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concern identified during the EU review are given in Table 6.2-1.

Table 6.2-1: Information on active substances

Prosulfuron Nicosulfuron Dicamba
Common Name Prosulfuron Nicosulfuron Dicamba
CAS-No. 94125-34-5 111991-09-4 1918-00-9

Classification and proposed labelling

With regard to
toxicological endpoints
(according to the
criteria in Reg.
1272/2008, as
amended)

Hazard classes(s),
categories:

Acute Tox. 4
Code(s) for hazard
pictogram(s):
GHS07

Signal word:
Warning

Hazard statement(s):
H302

Precautionary statement(s):

P264, P270;
P301 + P312, P330;
P501

Hazard classes (),
categories:

None

Code(s) for hazard
pictogram(s):

None

Signal word:

None

Hazard statement(s):
None

Precautionary statement(s):
None

Hazard classes (),
categories:

Acute Tox. 4

Eye Dam. 1

Code(s) for hazard
pictogram(s):
GHS07, GHS07
Signal word:
Danger

Hazard statement(s):
H302

H318

H332"
Precautionary statement(s):
P264, P270;

P301 + P312, P330;
P501

P280;
P305 + P351 + P338;
P310

Additional C&L
proposal

Not applicable

Not applicable

Not applicable

Agreed EU endpoints

AOEL systemic

0.06 mg/kg bw/d (not
corrected for oral
absorption)

0.8 mg/kg bw/d (corrected
for 40% oral absorption)

0.3 mg/kg bw/d (not
corrected for oral
absorption)

active substance

Reference EFSA Journal EFSA Scientific Report EFSA Journal
2014;12(9):3815 (2007) 120, 1-91 2011;9(1):1965

Conditions to take into account/critical areas of concern with regard to toxicology

EFSA Conclusion for | None None None

* While this is not a harmonized classification for Dicamba yet, Syngenta is proactively included that classification here.

6.3

Toxicological Evaluation of Plant Protection Product

A summary of the toxicological evaluation for A18385B is given in the following tables. Full summaries
of studies on the product that have not been previously considered within an EU peer review process are
described in detail in Appendix 2.
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Table 6.3-1: Summary of evaluation of the studies on acute toxicity including irritancy and

skin sensitisation for A18385B

Type of test, species, model sys- Classification

S Result Acceptability (acc. to the criteria Reference
tem (Guideline) in Reg. 1272/2008)
LDsp oral, rat > 2000 mg/kg bw | Yes None XXXXXXXX

(OECD 425 (2008); EPA OPPTS
870.1100 (2002))

LDso dermal, rat > 2000 mg/kg bw |Yes None XXXXXXXX
(OECD 402 (1987); OPPTS
870.1200 (1998); EC 440/2008

(2008))

LCso inhalation Not submitted, not necessary. Justification presented in Appendix 2.
Justification accepted.

Skin irritation, rabbit skin Non-irritant Yes None XXXXXXXXXXX

(OECD 404 (2002); OPPTS
870.2500 (1998); EC No
440/2008, B.4 (2008))

Eye irritation, rabbit eye Irritant Yes Eye Irrit. 2, H319 XXXXXXXXX
(OECD 405 (2012); EPA OPPTS
870.2400 (1998); EC No
440/2008, B.5 (2008); Directive
2004/73/EC B.5 (L 152 2004
29th April))

Skin sensitisation, mouse Non-sensitising Yes None XXXXXXXXXXX
(OECD 429 (2010); EC No
440/2008 of 30 May 2008, B.42,
LLNA)

Supplementary studies for No data — not
combinations of plant protection |required
products
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Table 6.3-2: Additional toxicological information relevant for classification/labelling of
A18385B
Substance Classification of the Reference | Classification of product
(Concentration substance (acc. to the criteria in
in product, (acc. to the criteria in Reg. 1272/2008)
% wiw) Reg. 1272/2008)
Toxicological Prosulfuron Hazard statement(s) H302 |Reg. Hazard statement(s)
properties of active (4.12% (w/w)) | (LDso 546-986 mg/kg bw) [1272/2008 / Non applicable
substance(s) (relevant EFSA (acute oral toxicity study
for classification of conclusion on formulation does not
product) warrant classification)
Dicamba Hazard statement(s) H302 |Reg.
(42.1% (w/w)) | (LDso 1581 mg/kg bw) 1272/2008 / (acute oral toxicity study
H332 EFSA brritati i
(LCso 4.46 mg/L/4h) conclusion on formulation de does
H318 not warrant classification,
(criteria e.g. > 10 %) calculations for inhalation
toxicity do not warrantge
classification either)
Product classified as Eye
Irrit. 2, H319
Nicosulfuron Hazard statement(s) None |Reg. Non applicable
(10.5% (w/w)) 1272/2008 /
EFSA
conclusion
Toxicological Not applicable |Not applicable Not applicable | Not applicable
properties of non-
active substance(s)
(relevant for
classification of
product)
Further toxicological No data — not
information required
6.4 Toxicological Evaluation of Groundwater Metabolites

ZRMS:

cern.

Comments of |Details on the evaluation of the groundwater metabolites in line with the SANCO guidance
document (221/2000 Rev 10; 25/2/2003) are included in dRR Part B, Section10. Overall,
prosulfuron and nicosulfuron groundwater metabolites were determined not to be of con-

Prosulfuron metabolites

The following data on metabolites (CGA349707, CGA159902, €6A300406; CGA150829,-CGA325025;
SYIN542604-and-SYN547308) with the potential to reach the groundwater in concentrations above 0.1 pg/L
and requiring relevance assessment were submitted. Note that the relevance assessment of the metabolites
is reported in Part B, Section10. The submitted toxicological studies are summarized in this document.

Nicosulfuron metabolites

The relevance of the metabolites was already assessed for the authorization of the product A18385B for the
GAP and groundwater scenarios considered in this dRR. Hence, a new assessment according to Step 1-5 of
guidance document SANCO/221/2000 —rev.10 is not required.

The metabolite ADMP is predicted to occur in groundwater <0.001pg/L, the metabolites MU-466 <0-%
gk and the metabolite HMUD >0.1 pg/L but <0.75 pg/L. The metabolites AUSN, UCSN and ASDM are
predicted to occur in groundwater at concentrations >0.75ug/L but <10ug/L.
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HMUD, AUSN, UCSN, ASDM and MU-466 are not considered relevant according to the criteria laid down
in the EC guidance document SANCO0/221/2000 —rev.10. The relevance assessment of the metabolites is
reported in Part B.10.

Dicamba metabolites

All metabolite concentrations are predicted to stay below 0.001ug/L — no groundwater assessment is re-
quired.

6.4.1 Metabolite CGA349707

An overview of the results of the accepted genotoxicity studies for groundwater metabolite CGA349707 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2
(A 2.11 Other/Special Studies).

Table 6.4-1: Summary of the results of toxicity studies for CGA349707

Result Reference*

Type of test, species (Guideline)

Acceptability

Bacterial reverse mutation assay

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Callander, 2005/

(Ames test) (OECD 471 (1997):
OPPTS 870.5100 (1998):
2000/32/EEC B.13/B.14 (2000))

Gene mutation assay (Test OECD
476 (1997): OPPTS 870.5300
(1998): 2000/32/EEC B.17 (2000))

Chromosome aberration test (OECD | Negative (+/-S9)
473 (1997); OPPTS 870.5375
(1998); 2000/32/EC B10 (2000);
ICH S2A and S2B Genotoxicity
(1997))

* indicates that a study was reviewed at EU level

CGA349707_0011*

XXXXXXXXX 20058/
CGA349707_0012*

Negative (+/-S9) Yes, the study was

reviewed at EU level

Fox, 2005a/
CGA349707_0013*

Yes, the study was
reviewed at EU level

CGA349707 is considered not relevant from the perspective of genotoxicity.

The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite CGA349707 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO/221/2000.

The potential exposure to CGA349707 is >0.1 pug/L but <0.75 pg/L but<t0-peA--therefore, no further a
refmed risk assessment of its potentlal tOX|coIog|caI S|gn|f|cance for consumers was requwed Ihe—ma;e—

6.4.2 Metabolite CGA159902

An overview of the results of the accepted genotoxicity studies for groundwater metabolite CGA159902 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2
(A 2.11 Other/Special Studies).
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Table 6.4-2:

Summary of the results of toxicity studies for CGA159902

Type of test, species (Guideline)

Result

Acceptability

Reference*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1983):

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Hertner, 1993/
CGA159902_0009*

OPPTS 798.5265 (1987):
92/69/EEC B.13/B.14 (1992):
Ministry of Health & Welfare, Japan
(1984))

Gene mutation assay (Test OECD
476 (1997): OPPTS 870.5300
(1998): 2000/32/EEC B.17 (2000))

Chromosome aberration test (OECD | Positive (-S9)
473 (1997): OPPTS 870.5375 Negative (+S9)
(1998): 2000/32/EC B10 (2000):
ICH S2A and S2B Genotoxicity
(1997))

Rat liver unscheduled DNA
synthesis assay (OECD 486 (1997):
2000/32/EEC B.39 (2000): ICH S2A
and S2B (1997))

Mouse micronucleus assay (OECD
474 (1997): 2000/32/EEC B.12

(2000): US EPA OPPTS 870.5395
(1998): ICH S2A and S2B (1997))

* indicates that a study was reviewed at EU level

XXXXXX 2005b/
CGA159902 0014*

Negative (-S9)
Positive (+S9)

Yes, the study was
reviewed at EU level

Fox, 2005b/
CGA159902_0015*

Yes, the study was
reviewed at EU level

XXXXXXXX 2005¢/
CGA159902_0016*

Negative Yes, the study was

reviewed at EU level

XXXXXXXXXXX 2005d/
CGA159902_0017*

Negative Yes, the study was

reviewed at EU level

CGA159902 is considered not relevant from the perspective of genotoxicity.

The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite CGA159902 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO/221/2000.

Metabolite CGA159902 was predicted to be below the threshold of 0.75 ug/L, therefore, no further refine-
ment of risk assessment was required.

6.4.3 Metabolite CGA300406

An overview of the results of the accepted genotoxicity studies for groundwater metabolite CGA300406 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2
(A 2.11 Other/Special Studies).
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Table 6.4-3: Summary of the results of toxicity studies for CGA300406

Type of test, species (Guideline)

Result

Acceptability

Reference*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1997);
OPPTS 870.5100 (1998);

2008/440/EC B.13/B.14 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Sokolowski, 2015a/
CGA300406_10009*

Gene mutation assay (OECD 476
(1997): OPPTS 870.5300 (1998):
EC 440/2008 B17 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Wollny, 2015/
CGA300406_10011*

Chromosome aberration test (OECD

Positive (-S9)

Yes, the study was

Sokolowski, 2015b/

474 (1997): OPPTS 870.5395

reviewed at EU level

473 (2014); EPA OPPTS 870.5375 | Negative (+S9) reviewed at EU level CGA300406_10013*
(1998); EC 440/2008 B.10 (2008))
Mouse micronucleus assay (OECD | Negative Yes, the study was Dunton, 2015/

CGA300406_10015*

(1998): 2000/32/EC 440/2008 B.12
(2008))

* indicates that a study was reviewed at EU level

CGA300406 is considered not relevant from the perspective of genotoxicity.

The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite CGA300406 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO/221/2000.

Metabolite CGA300406 was predicted to be below the threshold of 0.75 pug/L, therefore, no further refine-
ment of risk assessment was required.

6.4.4 Metabolite CGA150829

An overview of the results of the accepted genotoxicity studies for groundwater metabolite CGA150829 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2
(A 2.11 Other/Special Studies).
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Table 6.4-4:

Summary of the results of toxicity studies for CGA150829

Type of test, species (Guideline)

Result

Acceptability

Reference*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1997),
OPPTS 870.5100 (1998),
2000/32/EEC, B13/14 (2000), IMAFF
Notification No. 12-Nousan-8147
Guideline No. 2-1-19-1 (2000 and later
revisions))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Wagner, VanDyke,
2009/
CGA150829_10016*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1997),
OPPTS 870.5100 (1998),
2000/32/EEC, B13/14 (2000), IMAFF
Notification No. 12-Nousan-8147
Guideline No. 2-1-19-1 (2000 and later
revisions))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Stammberger, Braun,
1998/
CGA150829_10024*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1983):
OPPTS 798.5265 (1987): 92/69/EEC
B.13/B.14 (1984): Ministry of Health
& Welfare, Japan (1984): Ministry of
Labour Japan (1979))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Geleick, 1991/
CGA150829 _0002*

Gene mutation assay (OECD 476
(1997): OPPTS 870.5300 (1998):
440/EEC B.17 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Lloyd, 2015/
CGA150829_10077*

Gene mutation assay (OECD 476
(1997): OPPTS 870.5300 (1998):
2000/32/EEC B.17 (2000), IMAFF 59-
Nousan-4200 (1985))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Clarke, 2009;
CGA150829 10015*

Chromosome aberration test (OECD
473 (1983): EPA 798.5375 (1987):
79/831/EEC B10 (1984))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Meyer, 1991/
CGA150829_0009*

Chromosome aberration test (No
regulatory guidelines were specified
but the study method was based on
Evans HJ and O’Riordan ML, 1975;
Basler A, Baumann M and Rohrborn
G, 1982, Ames BN, McCann J and
Yamasaki E, 1975 and Obe G, Beek B
and Vaidya V, 1975.)

Positive (+S9)
Negative (-S9)

Yes, the study was
reviewed at EU level

Dollenmeier, 1987/
CGA150829 0012*

Chromosome aberration test (OECD
473 (1997), OPPTS 870.5375 (1998):
2000/32/EC B10 (2000), Japanese
Ministry of Agriculture, Forestry and
Fisheries (JMAFF) (November 24,
2000 and later revisions))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Gudi, 2009/
CGA150829_10014*

475 (1983))

Unscheduled DNA synthesis test Negative Yes, the study was Hertner, 19848/
(OECD 482 (1987)) reviewed at EU level CGA150829 _0011*
Unscheduled DNA synthesis test Negative Yes, the study was Meyer, 1988/
(OECD 482 (1987)) reviewed at EU level CGA150829 _0010*
Chromosome aberration test (OECD Negative Yes, the study was Strasser, 1988/

reviewed at EU level

CGA150829_0013*

* indicates that a study was reviewed at EU level
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CGA150829 is considered not relevant from the perspective of genotoxicity.

The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite CGA150829 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO/221/2000.

Metabolite CGA150829 was predicted to be below the threshold of 0.75 pug/L, therefore, no further refine-
ment of risk assessment was required.

6.4.5 Metabolite CGA325025

An overview of the results of the accepted genotoxicity studies for groundwater metabolite CGA325025 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2
(A 2.11 Other/Special Studies).

Table 6.4-5: Summary of the results of toxicity studies for CGA325025

Reference*

Sokolowski, 2013/
CGA325025_10007*

Result
Negative (+/-S9)

Type of test, species (Guideline) Acceptability

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1997):
OPPTS 870.5100 (1998): EC
440/2008 B.13/14 (2008))

Yes, the study was
reviewed at EU level

Gene mutation assay (OECD 476
(1997): OPPTS 870.5300 (1998):
EC 440/2008 B17 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Wollny, 2013/
CGA325025_10008*

Chromosome aberration test (OECD
473 (1997); OPPTS 870.5375

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Bohnenberger, 2013/
CGA325025_10009*

(1998); EC 440/2008 B10 (2008))
* indicates that a study was reviewed at EU level

CGA325025 is considered not relevant from the perspective of genotoxicity.

The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite CGA325025 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO/221/2000.

Metabolite CGA325025 was predicted to be below the threshold of 0.75 pug/L, therefore, no further refine-
ment of risk assessment was required.

6.4.6 Metabolite SYN542604

An overview of the results of the accepted genotoxicity studies for groundwater metabolite SYN542604 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2
(A 2.11 Other/Special Studies).
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Table 6.4-6;

Summary of the results of toxicity studies for SYN542604

Type of test, species (Guideline)

Result

Acceptability

Reference*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1997);
OPPTS 870.5100 (1998);

2008/440/EC B.13/B.14 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Sokolowski, 2010/
SYN542604_10001*

Gene mutation assay (OECD 473
(1997); OPPTS 870.5375 (1998);
EC 440/2008 B.10 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Wollny, 2010/
SYN542604_100082*

Chromosome aberration test (OECD
476 (1997): OPPTS 870.5300

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Bohnenberger, 2010/
SYN542604_100020*

(1998): 440/EEC B.17 (2008))
* indicates that a study was reviewed at EU level

SYN542604 is considered not relevant from the perspective of genotoxicity.

The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite SYN542604 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO/221/2000.

Metabolite SYN542604 was predicted to be below the threshold of 0.75 ug/L, therefore, no further refine-
ment of risk assessment was required.

6.4.7 Metabolite SYN547308

An overview of the results of the accepted genotoxicity studies for groundwater metabolite SYN547308 is
given in the following table. The following genotoxicity studies were assessed in the EU review of prosul-
furon. The reports are not enclosed with this submission as the studies were deemed to be acceptable during
the EU review. Nevertheless, short conclusions of the studies are provided for completeness in Appendix 2

(A 2.11 Other/Special Studies).

Table 6.4-7:

Summary of the results of toxicity studies for SYN547308

Type of test, species (Guideline)

Result

Acceptability

Reference*

Bacterial reverse mutation assay
(Ames test) (OECD 471 (1997):
OPPTS 870.5100 (1998): EC
440/2008 B.13/14 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Sokolowski, 2014/
SYN547308_10002*

Gene mutation assay (OECD 476
(1997): OPPTS 870.5300 (1998):
EC 440/2008 B17 (2008))

Negative (+/-S9)

Yes, the study was
reviewed at EU level

Wollny, 2014/
SYN547308_10000*

Chromosome aberration test (OECD

Positive (-S9)

Yes, the study was

Bohnenberger, 2014/

474 (1997): OPPTS 870.5395
(1998): 2000/32/EC 440/2008 B.12
(2008))

473 (1997); OPPTS 870.5375 Negative (+S9) reviewed at EU level SYN547308_10004*
(1998); EC 440/2008 B10 (2008))
Mouse micronucleus assay (OECD | Negative Yes, the study was Dunton, 2014/

reviewed at EU level

SYN547308_10006*

* indicates that a study was reviewed at EU level

SYNb547308 is considered not relevant from the perspective of genotoxicity.
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The SAR analysis using DEREK showed that this metabolite did not have any novel toxicological alerts in
comparison to parent with regards to genotoxicity, reproductive or carcinogenic properties. Therefore, me-
tabolite SYN547308 is considered not relevant in terms of toxicological properties according to Guidance
Document SANCO0/221/2000.

Metabolite SYN547308 was predicted to be below the threshold of 0.75 ng/L, therefore, no further refine-
ment of risk assessment was required.
6.5 Dermal Absorption (KCP 7.3)

A summary of the dermal absorption rates for the active substances in A18385B are presented in the fol-
lowing table.

Table 6.5-1: Dermal absorption rates for active substances in A18385B
Prosulfuron Nicosulfuron Dicamba
Value Reference Value Reference Value Reference
Guidance on Guidance on Guidance on
Concentrate 50% Dermal 10% Dermal 10% Dermal
Absorption Absorption Absorption
(EFSA Journal (EFSA Journal (EFSA Journal
2017;15(6): 40% 2017;15(6): 2017;15(6):
Dilution 50% 4873). . 4873). . 50% 4873). .
Assessment in 50% Assessment in Assessment in
Appendix 2. Appendix 2. Appendix 2.
6.5.1 Justification for proposed values - prosulfuron

No data on dermal absorption for prosulfuron in A18385B is available. Justifications for default values
according to Guidance on Dermal Absorption (EFSA Journal 2017;15(6):4873) are presented in the fol-
lowing table.

Table 6.5-2: Default dermal absorption rates for prosulfuron
Value Justification for value Acceptability of justification
Concentrate 50% ;510?32345082/@ of prosulfuron in | Yes
Dilution 50% ;ﬁ:ﬁi(()(r){)oS—O.l gas./Linspray |Yes
6.5.2 Justification for proposed values - nicosulfuron

No data on dermal absorption for nicosulfuron in A18385B is available. Justifications for default values
according to Guidance on Dermal Absorption (EFSA Journal 2017;15(6):4873) are presented in the fol-
lowing table.
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Table 6.5-3: Default dermal absorption rates for nicosulfuron

Value Justification for value Acceptability of justification

>5% (100 g/kg of nicosulfuron | Yes
in A18385B)

The-oral-absorptionvaluefor | Yes

Concentrate 10%

Dilution . .
50% '

Default value for a WG
formulation.

6.5.3 Justification for proposed values - dicamba

No data on dermal absorption for dicamba in A18385B is available. Justifications for default values ac-
cording to Guidance on Dermal Absorption (EFSA Journal 2017;15(6):4873) are presented in the following
table.

Table 6.5-4: Default dermal absorption rates for dicamba
Value Justification for value Acceptability of justification
>5% (400 g/kg of dicambain | Yes
0,
Concentrate 10% A18385B)
. ] -
Dilution 50% <5% (0.5-1 g a.s./L in spray Yes

dilution)
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6.6 Exposure Assessment of Plant Protection Product (KCP 7.2)

Table 6.6-1:  Product information and toxicological reference values used for exposure assess-

ment

Product name and code

A18385B

Formulation type

Water dispersible granule [WG]

Category

Herbicide

Container size(s), short
description

Packaging for for products maketed by Syngenta
50 — 2509 and 0.5-10kg HDPE canister

Packaging for for products maketed by Cheminova

0.5 — 10kg HDPE, COEX HDPE/PA, fluorinated HDPE, PET bottles

Active substance(s)
(incl. content)

Prosulfuron
40 g/L or g/kg

Nicosulfuron
100 g/L or g/kg

Dicamba
400 g/L or g/kg

AOEL systemic

0.06 mg/kg bw/d

0.8 mg/kg bw/d

0.3 mg/kg bw/d

Inhalation absorption

100%

100%

100%

Oral absorption

100%

40%

100%

Dermal absorption

Concentrate: 50%
Dilution: 50%
(Default)

Concentrate: 10%
Dilution: 48% 50%
(Default)

Concentrate: 10%
Dilution: 50%
(Default)

6.6.1 Selection of critical use(s) and justification

The critical GAP used for the exposure assessment of the plant protection product is shown in Table 6.1-4.
A list of all intended uses within the zone is given in Part B, Section 0.

Justification

The critical GAP has been defined following evaluation of the individual GAPs for each crop in each rele-
vant Member State.

6.6.2 Operator exposure (KCP 7.2.1)

Comments of [The operator exposure calculations for the proposed uses of Spandis 54 WG conducted by
ZRMS: the Applicant using the EFSA calculator and presented in Table 6.6-3 are accepted. The
predicted longer term systemic operator exposure for application via tractor mounted boom
sprayer is within acceptable limit. The values are calculated as 21.77% of the AOEL for
prosulfuron, 0.99% of the AOEL for nicosulfuron and 9.12% of the AOEL for dicamba for,
an operator wearing work wear (arms, body and legs covered).

Taking into consideration the classification of the Spandis 54 WG regarding human health
(H19 Causes serious eye irritation), the following operator protection phrase is recom-
mended:

Wear eye protection/face protection when handling the product.

6.6.2.1 Estimation of operator exposure

A summary of the exposure model used for estimation of operator exposure to the active substances during
application of A18385B according to the critical use is presented in Table 6.6-2. Outcome of the estimation
is presented in Table 6.6-3. Detailed calculations are in Appendix 3.



A18385B / Spandis Page 19 /85
Part B — Section 6 — PL Core Assessment Template for chemical PPP
Applicant version Version April 2015

As guidance on the derivation of acute endpoints for non-dietary human exposure has not yet been pub-
lished, it is not possible to carry out an acute risk assessment for operators at this time.

Table 6.6-2: Exposure models for intended uses
Critical use Maize (max. 0.5 kg product/ha)
Model EFSA Guidance on the assessment of exposure of operators, workers, residents and

bystanders in risk assessment for plant protection products
[EFSA Journal 2014;12(10):3874 [55 pp.]

Table 6.6-3: Estimated operator exposure

Prosulfuron Nicosulfuron Dicamba

Model data Level of Total ab- % of sys- Total ab- % of sys- Total ab- % of sys-
PPE sorbed dose temic sorbed dose temic sorbed dose temic
(mg/kg/day)| AOEL# |(mg/kg/day)| AOEL* |(mg/kg/day)| AOEL*

Tractor-mounted boom spray application outdoors to low crops

Application rate: 0.02 kg a.s./ha 0.05 kg a.s./ha 0.2 kg a.s./ha

EFSA model
(75" percentile)
Application vol- 0:00794 8:99
ume: no PPE* 0.01306 21.77 0.0274 9.12
200 L/ha** 0.00858 1.07
Body weight:
60 kg

# Reference Value Non Acutely Toxic Active Substance (RVNAS) for EFSA Guidance

* no PPE: Operator wearing long-sleeved shirt, long trousers (“permeable”) but no gloves
**  Presents the worst case estimation

Results

Based on the EFSA model predictions for tractor-mounted application techniques, the operator long-term
exposure for prosulfuron, nicosulfuron and dicamba are predicted to be within acceptable limits for an
operator that applies the product without using PPE.

Thus, according to the EFSA Guidance calculations, a safe use could be demonstrated for operators using
A18385B for proposed uses, even if no PPE is worn.
6.6.3 Measurement of operator exposure

Since the operator exposure estimations carried out indicated that the acceptable operator exposure level
(AOEL) will not be exceeded under conditions of intended uses and considering above mentioned personal
protective equipment (PPE), a study to provide measurements of operator exposure was not necessary and
was therefore not performed.

6.6.4 Worker exposure (KCP 7.2.3)

Comments of [The worker exposure calculations for the proposed uses of Spandis 54 WG conducted by the
ZRMS: Applicant using the EFSA calculator and presented in Table 6.6-4 are accepted. The potential
worker exposure undertaking crop inspection activity is within acceptable limit assuming
workers are wearing workwear (arms, body and legs covered). The values are calculated as|
2.33% of the AOEL for prosulfuron, 0.35% of the AOEL for nicosulfuron and 4.67% of the
AOEL for dicamba.
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6.6.4.1 Estimation of worker exposure

Table 6.6-4 shows the exposure model used for estimation of worker exposure after entry into a previously
treated area or handling a crop treated with A18385B according to the critical use. Outcome of the estima-
tion is presented in Table 6.6-5. Detailed calculations are in Appendix 3.

Table 6.6-4: Exposure models for intended uses
Critical use Maize (max. 1 x 0.5 kg product/ha)
Model EFSA Guidance on the assessment of exposure of operators, workers, residents and

bystanders in risk assessment for plant protection products
[EFSA Journal 2014;12(10):3874 [55 pp.]

Table 6.6-5: Estimated worker exposure
Prosulfuron Nicosulfuron Dicamba
Model data Level of PPE Total ab- % of Total ab- % of Total ab- % of

sorbed dose | systemic | sorbed dose | systemic | sorbed dose | systemic
(mg/kg/day) | AOEL* | (mg/kg/day)| AOEL? | (mg/kg/day)| AOEL*

Number of applications and application | 1 x 0.02 kg 1x0.05kg 1x0.2kg

rate: a.s./ha a.s./ha a.s./ha

2 hours/day ©,

Body weight: no PPE®) 0.00280 g

60 kg TC: ; :

DTso: 30 days 1400 cm?/person/h 0.00140 2.33 0.00350 0.44 0.01400 4.67
DFR: 3 pg/cm?kg |@ : :

a.s./ha
# Reference Value Non Acutely Toxic Active Substance (RVNAS) for EFSA Guidance

1) 2 h/day for professional applications for maintenance, inspection or irrigation activities etc.

) EFSA Guidance on the assessment of exposure of operators, workers, residents and bystanders in risk assessment for plant
protection products [EFSA Journal 2014;12(10):3874 [55 pp.]

?3) no PPE: Worker wearing long sleeved shirt, long trousers (“permeable”) but no gloves

Results

It is concluded that there is no unacceptable risk anticipated for the worker wearing adequate work clothing
when re-entering crops treated with A18385B. As a standard rule, it should be mentioned on the label that
treated crops should not be re-entered before spray deposits on leaf surfaces have completely dried.

6.6.4.2 Refinement of generic DFR value (KCP 7.2)

Since the worker exposure estimations carried out indicated that the acceptable operator exposure level
(AOEL) will not be exceeded under conditions of intended uses and considering above mentioned PPE,
exposure estimates using dislodgeable residue data are considered to be not necessary.

6.6.4.3 Measurement of worker exposure

Since the worker exposure estimations carried out indicated that the acceptable operator exposure level
(AOEL) will not be exceeded under conditions of intended uses and considering above mentioned PPE, a
study to provide measurements of worker exposure was not necessary and was therefore not performed.

6.6.5 Bystander and resident exposure (KCP 7.2.2)

Comments of [The bystander and resident exposure calculations for the proposed uses of Spandis 54 WG
ZRMS: conducted by the Applicant using the EFSA calculator presented in Tables 6.6-7 are ac-
cepted.
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Resident exposure

According to calculations using EFSA calculator the predicted longer term systemic expo-
sure to a child and adult resident from spray drift, vapour, surface deposits, entry into treated
crops and sum of all pathways is within acceptable limits.

Bystander exposure

It is noteworthy that according to EFSA Guidance on the assessment of exposure of opera-
tors, workers, residents and bystanders in risk assessment for plant protection products
(EFSA Journal 2014;12(10):3874): “No bystander risk assessment is required for PPPs that
do not have significant acute toxicity or the potential to exert toxic effects after a single
exposure. Exposure in this case will be determined by average exposure over a longer dura-
tion, and higher exposures on one day will tend to be offset by lower exposures on other
days. Therefore, exposure assessment for residents also covers bystander exposure.”

The Applicant performed additional calculations using German guidance paper (Martin S.
et al. (2008) Guidance for Exposure and Risk Evaluation for Bystanders and Residents Ex-
posed to Plant Protection Products During and After Application. However, according to
EFSA opinion this approach is not scientifically supported any longer, since the predictions
are considered underestimated.

6.6.5.1 Estimation of bystander and resident exposure

Consequently, this evaluation provides a first tier assessment based on the EFSA guidance for longer term
exposures to residents only, using 75" percentile data and comparing with the relevant AOEL. This assess-
ment is equally applicable to longer term exposures for bystanders (see Blad! Nieprawidlowy odsylacz do
zakladki: wskazuje na nig sama.).

Additionally, an assessment according to the German guidance paper (see Table 6.6-8) considering by-
standers is provided.

Table 6.6-6 shows the exposure models used for estimation of resident exposure to prosulfuron, nicosulfu-
ron and dicamba. Outcome of the estimation is presented in Table 6.6-8. Detailed calculations are in Ap-
pendix 3.

According to EC guidance document SANTE-10832-2015, the (EFSA Guidance) risk assessment on resi-
dents and bystanders cannot be fully considered until a procedure for the derivation of the AAOEL and
higher risk assessment schemes, identified as missing by the Standing Committee, are available.

Since no AAOEL has been agreed for the active ingredients, only estimates of resident exposures (using
75" percentile values) which consider the long-term risk are presented according to the EFSA model.

Consequently, this evaluation provides a first tier asse