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5 Analytical methods

5.1 Conclusion and summary of assessment

Sufficiently sensitive and selective analytical methods are available for the active substance in the plant
protection product.

Noticed data gaps are: none

Sufficiently sensitive and selective analytical methods are available for all analytes included in the resi-
due definitions.
Noticed data gaps are:

« ILV for Nicosulfuron for drinking water.

Commodity/crop Supported/
Not supported
Dry commodities / Maize Supported
5.2 Methods used for the generation of pre-authorization data (KCP 5.1)
521 Analysis of the plant protection product (KCP 5.1.1)
5211 Determination of active substance and/or variant in the plant protection

product (KCP 5.1.1)

An overview on the acceptable methods and possible data gaps for analysis of Rimsulfuron and Nicosul-
furon in plant protection product is provided as follows:

Reference: KCP5.1.1

Report Rimsulfuron 15% + Nicosulfuron 30% WG: Method development and
validation for the determination of active substances content in the
formulation, Institute of Industrial Organic Chemistry Analytical
department, Warsaw, Poland, report no. BA-37/16, report no. BA-37/16

Guideline(s): SANCO/3030/99 rev4
Deviations: No
GLP: Yes

Acceptability: Yes
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Materials and methods

The analytical determination of Rimsulfuron and Nicosulfuron was performed by HPLC technique with
UV/Vis detector using reversed phase column.

Preparation of solutions

Standard solution

Appropriate amounts of active substances standards were weighed (with the accuracy of
0.01 mg) into two 10 mL flask with a screw cap and acetonitrile was added up to the volume.
The flask was put into the ultrasonic bath for 10 min.

Calibration curve
Into five 5 mL volumetric flasks the following amounts of standards were pipetted:

Solution No 1 2 3 4 5
Rimsulfuron 1.1 ml 1.3 ml 1.5ml 1.7 ml 2.2ml
Nicosulfuron 0.7 ml 0.9 ml 1.1 ml 1.3 ml 1.5ml

Acetonitrile was added to the mark and the solutions were stirred.

Specimen solution

About 30 mg of examined specimen was weighed (with the accuracy of 0.01 mg) into a 10 mL
flask with a screw cap, 2 mL of water and 5 mL of acetonitrile was added. The flask was put
into the ultrasonic bath for 10 min. After cooling acetonitrile was added up to the volume. Six
samples were prepared to assess the repeatability.

Validation - Results and discussions

The analytical method for determination of Rimsulfuron and Nicosulfuron active ingredient content in
Rimsulfuron 15% + Nicosulfuron 30% WG was validated. The validation covered the aspects hamely:
Specificity, Linearity, Instrument precision, Repeatability and Accuracy.

Specificity

The chromatograms of placebo, solvent, solution of standard mixture and the examined

specimen solution were performed and superimposed. There are no interferences between the analytes
and other components of the specimen. There are no interferences between the analytes and other com-
ponents of the specimen.

Linearity

The linearity of the detector response was assessed using five mixtures of standard solutions at the
concentration range of rimsulfuron from 0.2929 mg/mL to 0.6277mg/mL, which corresponds to the
concentration range from 65% to 140% of rimsulfuron content in the preparation and nicosulfuron
from 0.5489 mg/mL to 1.0978 mg/mL, which corresponds to the concentration range from 62% to
125% of nicosulfuron content in the preparation. All solutions were analysed twice. Correlation coeffi-
cient should be R2 > 0.99.

Repeatability

The method repeatability was assessed on the basis of six independent determinations of active sub-
stances content in Rimsulfuron 15% + Nicosulfuron 30% WG preparation.

The obtained result for Rimsulfuron (RSDr = RSD * 0.67 = 0.62 %) is acceptable.

The obtained result for Nicosulfuron (RSDr = RSD * 0.67 = 0.64 %) is acceptable.

Precision of the system

Mixture of standard solution of active substances at concentration of rimsulfuron 0.4603 mg/mL and nic-
osulfuron 0.7485 mg/mL was injected six times into the chromatographic column and detector responses
were recorded.
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Accuracy

Accuracy of active substance determination in Rimsulfuron 15% + Nicosulfuron 30% WG was assessed
by recovery value at two levels of concentration. The concentration of analytes in each solution was cal-
culated from the equation of the calibration curve. Obtained final concentrations were examined and the
nominal and calculated contents were compared.

For the main ingredient at concentration of > 10 % the average recovery value should be 100 £ 2 %.
The obtained result of 99.67% for Rimsulfuron is acceptable.

For the main ingredient at concentration of > 10 % the average recovery value should be 100 + 2 %.

The obtained result of 99.22% for Nicosulfuron is acceptable

Table 5.2-1:

Methods suitable for the determination of Rimsulfuron and Nicosulfuron in

plant protection product Rimsulfuron 15% + Nicosulfuron 30% WG

Rimsulfuron

Nicosulfuron

Author(s), year

Principle of method

Matgorzata Wotoszynowska MSc; 2017

HPLC with UV/Vis detector

Linearity

(linear between

mg/L / % range of the declared content)
(correlation coefficient, expressed as r)

Linearity range:

0.2929 - 0.6277 mg/mL
Calibration equotion

y = 6801745x + 1567291
Correlation coefficient
R?=0.9979

Linearity range:

0.5489 —1.0978 mg/ml
Calibration equotion

y = 5816690x + 3450231
Correlation coefficient
R?=0.9950

Precision — Repeatability Mean

RSD = 0.92%

RSD = 0.95%

n==6 Modified Horwitz - % RSDr = | Modified Horwitz - % RSDr =
(%RSD) RSD x 0.67 = 0.62 RSD x 0.67 = 0.64
RSDr =1.78 RSDr=1.61
Accuracy 99.67% 99.22%
n==6

(% Total Recovery)

Interference/ Specificity

No interference

No interference

RMS Comment

According the requirements
SANCO 3030/99 rev. 5.

the Horrat ratio can be added
(0.92/1.78 = 0,52 so this is
<1)

According the requirements
SANCO 3030/99 rev. 5.

the Horrat ratio can be added
(0.95/1.64 = 0,58 so this is
<1)

Conclusion

The method for the determination of Rimsulfuron and Nicosulfuron in Rimsulfuron 15% + Nicosulfuron
30% WG is acceptable and validated according the requirements SANCO 3030/99 rev. 4.

5212
impurities (KCP 5.1.1)

Not relevant.

5213

Description of analytical

methods for the determination of relevant

Description of analytical methods for the determination of formulants (KCP
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5.1.1)

Not relevant.

5214 Applicability of existing CIPAC methods (KCP 5.1.1)

A CIPAC method No. 716 is available for Rimsulfuron.
A CIPAC method No. 709 is available for Nicosulfuron.
522 Methods for the determination of residues (KCP 5.1.2)

Please refer to post-registration methods.

53 Methods for post-authorization control and monitoring purposes (KCP 5.2)

5.3.1 Analysis of the plant protection product (KCP 5.2)

Analytical methods for the determination of the active substance and relevant impurities in the plant pro-
tection product shall be submitted, unless the applicant shows that these methods already submitted in
accordance with the requirements set out in point 5.2.1 can be applied.

5.3.2 Description of analytical methods for the determination of residues of
Rimsulfuron (KCP 5.2)

53.2.1 Overview of residue definitions and levels for which compliance is required

Compared to the residue definition proposed in the Draft Assessment Report (incl. its addenda) the cur-
rent legal residue definition is identical.

Table 5.3-1: Relevant residue definitions for monitoring/enforcement and levels for which
compliance is required
Matrix Residue definition MRL / limit Reference for MRL/level
Remarks

Plant, high water content Rimsulfuron 0.01 mg/kg Regulation No. 617/2014
Plant, high acid content 0.01 mg/kg Regulation No. 617/2014
Plant, high protein/high starch 0.01 mg/kg Regulation No. 617/2014
content (dry commodities)
Plant, high oil content 0.01 mg/kg Regulation No. 617/2014
Plant, difficult matrices (hops, 0.05 mg/kg Regulation No. 617/2014
spices, tea)
Muscle Rimsulfuron 0.02 mg/kg Regulation No. 617/2014
Milk 0.02 mg/kg Regulation No. 617/2014
Eggs 0.02 mg/kg Regulation No. 617/2014
Fat 0.02 mg/kg Regulation No. 617/2014
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Matrix Residue definition MRL / limit Reference for MRL/level
Remarks

Liver, kidney 0.02 mg/kg Regulation No. 617/2014
Soil Rimsulfuron 0.05 mg/kg common limit
(Ecotoxicology)
Drinking water Rimsulfuron 0.1 pg/L general limit for drinking
(Human toxicology) water
Surface water Rimsulfuron 4.6 pg/L Lowest ECso from L. minor
(Ecotoxicology) study
Air Rimsulfuron 21 pg/m® AOEL sys: 0.07 mg/kg bw/d
Tissue (meat or liver) not required not classifiedas T/ T+
Body fluids not required not classifiedas T/ T+
5.3.2.2 Description of analytical methods for the determination of residues in plant

matrices (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Rimsulfuron in plant ma-
trices is given in the following tables (please refer to the DAR of Rimsulfuron, July 2005).

Table 5.3-2: Validated methods for food and feed of plant origin (required for all matrix
types, “difficult” matrix only when indicated by intended GAP)
Component of residue definition: Rimsulfuron
Principle of method .
Matrix type Method type Method LOQ (i.e. GC-MS or Author(s), y:arreég"nssmg /U
HPLC-UV) g
High water Primary 0.05 mg/kg HPLC-UV LaRochelle, 1989
content
0.05 mg/kg HPLC-UV Amoo, 1996
ILV 0.05 mg/kg HPLC-UV Clayton, 2001
Confirmatory 0.01 mg/kg LC-MS/MS Fulton, 2001
(if required)
High acid Primary - - -
content LY i i i
Confirmatory - - -
(if required)
High oil content | Primary - - -
ILV - - -
Confirmatory - - -
(if required)
High Primary 0.05 mg/kg HPLC-UV LaRochelle, 1989
protein/high
starch content 0.05 mg/kg HPLC-UV Amoo, 1996
(dry) ILV 0.05 mg/kg HPLC-UV Clayton, 2001
Confirmatory 0.01mg/kg LC-MS/MS Fulton, 2001
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Component of residue definition: Rimsulfuron

Principle of method .
Matrix type Method type Method LOQ (i.e. GC-MS or Author(s), y;arreé(rjmssmg /U
HPLC-UV) g
(if required)
High Primary 0.01 mg/kg LC-MS/MS KCP 5.2.1.
protein/high A. Markowicz, 2019
starch content Report No. 19/FSL/15/1A
(dry) ILV 0.01 mg/kg LC-MS KCP5.2.1.1
M. Rubino, 2019
Report No. 19.500341.0001
Confirmatory : : The applied LC-MS/MS is highly
(if required) selective method and 2 transitions
were monitored, therefore no
other confirmatory method is
required.
Table 5.3-3: Statement on extraction efficiency

Method for products of plant origin

Required, available from:

Extraction efficiency was not investigated in this study as a
solvent system similar to that used in metabolism studies reported
in the DAR from the previous EU Review for rimsulfuron was
used for extraction (Volume 3, Annex B, B.7, July 2005. Brown
and Young (1989) AMR 1222-88 (maize); Brown (1990) AMR
1444-89 (potato) and Zhang et al. (1996) AMR 3520-95 (tomato
foliage)).

Not required, because:

Study Comments:
1A 5.3.2.2

None of the methods mentioned in Table 5.3 2 were considered still acceptable in
the renewal assessment report of rimsulfuron, since they do “not meet the current
guideline SANCO/825/00” (RAR, Slovenia, 10/2017).

Additionally, the LOQ of 0.05 mg/kg validated in these methods (except Fulton,
2001), does not cover the lowered MRLs from Regulation (EU) No 617/2014 of
0.01 mg/kg for all matrix groups, including maize. Consequently, monitoring of
residues of rimsulfuron at 0.01 mg/kg cannot be ensured.

The Applicant provided new studies for determination of residues of rimsulfuron

in maize: primary method (LC-MS/MS, LOQ = 0.01 mg/kg) and ILV (LC-MS,
LOQ = 0.01 mg/kg). The analytical method meets the criteria of specificity, line-
arity, repeatability and accuracy. The method is acceptable and is suitable for de-
termination of rimsulfuron in maize.
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Agreed end-point:
A 5.3.2.2
LC-MS
LOQ = 0.01 mg/kg
5.3.2.3 Description of analytical methods for the determination of residues in animal

matrices (KCP 5.2)

Not relevant, no residue definition is proposed.

Study Comments: | The explanation provided by the applicant is accepted.
1A 5.3.2.3
Agreed end-point: | As no residue definition was proposed, the analytical method for the determination of
1A 5.3.2.3 residues of Rimsulfuron in animal matrices is not required.
53.2.4 Description of methods for the analysis of soil (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Rimsulfuron in soil is giv-
en in the following tables (please refer to the DAR of Rimsulfuron, July 2005).

Table 5.3-4:

Validated methods for soil (if appropriate)

Component of residue definition: Rimsulfuron, IN-70912, IN-70941, IN-J0290 and IN-E9260

Method type Method LOQ Principle of Author(s), year / missing
method
(i.e. GC-MS or
HPLC-UV)
Primary 0.2 pg/kg LC-MS/MS Connolly, 2001 (This method is specific,
(Rimsulfuron) validated on two mass transitions, so
confirmatory is not required)
0.05 pg/kg LC-MS/MS
Hill and Stry, 2001 (This method is specific,
validated on two mass transitions, so
confirmatory is not required)
Confirmatory - - -
(Rimsulfuron)
Primary 0.2 ng/kg LC-MS/MS Connolly, 2001 (This method is specific,
(IN-70942, validated on two mass transitions, so
IN-70941, confirmatory is not required)
IN-J0290,
IN-E9260 metabolites)
Confirmatory - - -
(IN-70942,
IN-70941,
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Component of residue definition: Rimsulfuron, IN-70912, IN-70941, IN-J0290 and IN-E9260

Method type Method LOQ Principle of Author(s), year / missing
method
(i.e. GC-MS or
HPLC-UV)
IN-J0290,
IN-E9260 metabolites)

*IN-70942, IN-70941, IN-J0290, IN-E9260 metabolites are not component of residue definition.

Study Comments: | Adequate method exists to monitor Rimsulfuron residues in soil. The analytical methods
1A 5.3.2.4 presented by the applicant are active substances data, which were reviewed in the
Assessment Report for Rimsulfuron and were considered adequate.

Additional methods for the purpose of the evaluation are not required.

Agreed end-point: | Residues of Rimsulfuron in soil:

111A5.3.2.4 LC-MS/MS
LOQ = 0.2 pg/kg
5325 Description of methods for the analysis of water (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Rimsulfuron in surface and
drinking water is given in the following tables (please refer to the DAR of Rimsulfuron, July 2005).

Table 5.3-5: Validated methods for water (if appropriate)
Component of residue definition: Rimsulfuron
Matrix type | Method type| Method LOQ | Principle of meth- Author(s), year / missing
od (i.e. GC-MS or
HPLC-UV)
Drinking water | Primary 0.1 pg/L HPLC-UV Powley and de Bernard, 1996
0.05 pg/L LC-MS/MS Devine and Jin, 2001 (This method is

specific, validated on two mass
transitions, so confirmatory is not
required)

ILv - - According to SANCO/825/00 rev. 8.1,
ILV is not required.
Confirmatory | 0.1 pg/L LC-MS/MS Jin, 2001
Drinking water | Primary

Surface water Primary 0.1pg/L HPLC-UV Powley and de Bernard, 1996
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Component of residue definition: Rimsulfuron

Matrix type | Method type| Method LOQ | Principle of meth- Author(s), year / missing
od (i.e. GC-MS or
HPLC-UV)
0.05 pg/L LC-MS/MS Devine and Jin, 2001 (This method is

specific, validated on two mass
transitions, so confirmatory is not
required)

Confirmatory | 0.1 pg/L LC-MS/MS Jin, 2001

Study Comments: | Adequate method exists to monitor Rimsulfuron residues in drinking—and surface water.
I11A 5.3.2.5 The analytical methods presented by the applicant are active substances data, which were
reviewed in the Assessment Report for Rimsulfuron and were considered adequate.
Additional methods for the purpose of the evaluation are not required.

With regard to the drinking water: ILV for drinking water is required according to

Regulation (EU) 284/2013, legally binding in contrast to guideline.

The Applicant provided new studies for determination of residues of rimsulfuron in
drinking water: primary method (LC-MS, LOQ = 0.05 pg/L) and ILV (LC-
MS/MS, LOQ = 0.05 pg/L). The analytical method meets the criteria of specificity,
linearity, repeatability and accuracy. The method is acceptable and is suitable for
determination of rimsulfuron in drinking water.

Agreed end-point: | Residues of Rimsulfuron in surface water:
I1IA 5.3.2.5 HPLC-UV

LOQ=0.1 pg/L

LC-MS/MS

LOQ = 0.05 pg/L

Residues of Rimsulfuron in drinking water:
LC-MS
LOQ =0.05 pg/L

5.3.2.6 Description of methods for the analysis of air (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Rimsulfuron in air is given
in the following tables (please refer to the DAR of Rimsulfuron, July 2005).

Table 5.3-6: Validated methods for air (if appropriate)
Component of residue definition: Rimsulfuron
Method type Method LOQ Principle of method Author(s), year / missing
(i.e. GC-MS or HPLC-
uv)

Primary 3 pg/md air LC-MS/MS Bacher, 2001
(This method is specific,
validated on two mass
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Component of residue definition: Rimsulfuron

Method type Method LOQ Principle of method Author(s), year / missing
(i.e. GC-MS or HPLC-
uv)

transitions, so confirmatory
is not required)

Confirmatory - - -

Study Comments: Adequate LC-MS/MS method exists to monitor Rimsulfuron residues in air. The analytical
I11A 5.3.2.6 methods presented by the applicant are active substances data, which were reviewed in the
Assessment Report for Rimsulfuron and were considered adequate.

Additional methods for the purpose of the evaluation are not required.

Agreed end-point: Residues of Rimsulfuron in air:

111A 5.3.2.6 LC-MS/MS
LOQ =3 pg/m®
5.3.2.7 Description of methods for the analysis of body fluids and tissues (KCP 5.2)

Not relevant, the active substance Rimsulfuron is not classified as toxic or very toxic, no residue method
for body fluids and tissues is required.
5.3.2.8 Other studies/ information

No new or additional studies have been submitted.

533 Description of analytical methods for the determination of residues of
Nicosulfuron (KCP 5.2)

53.3.1 Overview of residue definitions and levels for which compliance is required

Compared to the residue definition proposed in the Draft Assessment Report (incl. its addenda) the cur-
rent legal residue definition is identical.

Table 5.3-7: Relevant residue definitions for monitoring/enforcement and levels for which
compliance is required

Matrix Residue definition MRL / limit Reference for MRL/level
Remarks
Plant, high water content Nicosulfuron 0.01 mg/kg Regulation No. 617/2014

Plant, high acid content 0.01 mg/kg Regulation No. 617/2014
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Matrix Residue definition MRL / limit Reference for MRL/level
Remarks

Plant, high protein/high 0.01 mg/kg Regulation No. 617/2014
starch content (dry
commodities)
Plant, high oil content 0.01 mg/kg Regulation No. 617/2014
Plant, difficult matrices 0.05 mg/kg Regulation No. 617/2014
(hops, spices, tea)
Muscle Nicosulfuron 0.02 mg/kg Regulation No. 617/2014
Milk 0.02 mg/kg Regulation No. 617/2014
Eggs 0.02 mg/kg Regulation No. 617/2014
Fat 0.02 mg/kg Regulation No. 617/2014
Liver, kidney 0.02 mg/kg Regulation No. 617/2014
Soil Nicosulfuron 0.05 mg/kg common limit
(Ecotoxicology)
Drinking water Nicosulfuron 0.1 pg/L general limit for drinking
(Human toxicology) water
Surface water Nicosulfuron 1.7 ng/L Lowest ECs from Lemna
(Ecotoxicology) gibba study
Air Nicosulfuron 240 pg/m® AOEL sys: 0.8 mg/kg bw/d
Tissue (meat or liver) Not required not classifiedas T/ T+
Body fluids Not required not classifiedas T/ T+
5.3.3.2 Description of analytical methods for the determination of residues in plant

matrices (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Nicosulfuron in plant ma-
trices is given in the following tables (please refer to the DAR of Nicosulfuron, June 2006 and Addendum
to the DAR, July 2007).

Table 5.3-8: Validated methods for food and feed of plant origin (required for all matrix
types, “difficult” matrix only when indicated by intended GAP)
Component of residue definition: Nicosulfuron
Principle of method Author(s), year / missin
Matrix type Method type Method LOQ (i.e. GC-MS or / EUya reed g
HPLC-UV) g
High water Primary 0.01 mg/kg HPLC-UV Huber, 1996a
content (Nicosulfuron)
0.01 mg/kg HPLC-MS/MS Wolf, 2000

ILV 0.01 mg/kg HPLC-MS/MS Ginzburg, 2000

(Nicosulfuron)

Confirmatory 0.025mg/kg GC/MS, LC-MS Mirbach, 1998

(if required)

(Nicosulfuron)
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Component of residue definition: Nicosulfuron

Matrix type

Method type

Method LOQ

Principle of method
(i.e. GC-MS or
HPLC-UV)

Author(s), year / missing
/ EU agreed

Primary
(ADMP metabolite)*

0.04 mg/kg

HPLC-UV

Huber, 1996a

ILV
(ADMP metabolite)*

Confirmatory
(if required)
(ADMP metabolite)*

Primary
(ASDM metabolite)*

0.06 mg/kg

HPLC-UV

Huber, 1996a

ILV
(ASDM metabolite)*

Confirmatory
(if required)
(ASDM metabolite)*

High acid
content

Primary

ILV

Confirmatory
(if required)

High oil content

Primary

ILV

Confirmatory
(if required)

High
protein/high
starch content

(dry)

Primary
(Nicosulfuron)

0.02 mg/kg

0.01 mg/kg

HPLC-UV

HPLC-MS/MS

Huber, 1996a

Wolf, 2000

ILV
(Nicosulfuron)

0.01 mg/kg

HPLC-MS/MS

Ginzburg, 2000

Confirmatory
(if required)
(Nicosulfuron)

0.025mg/kg

GC/MS, LC-MS

Mirbach, 1998

Primary
(ADMP metabolite)*

0.04 mg/kg

HPLC-UV

Huber, 1996a

ILV
(ADMP metabolite)*

Confirmatory
(if required)
(ADMP metabolite)*

Primary
(ASDM metabolite)*

0.02 mg/kg

HPLC-UV

Huber, 1996a

ILV
(ASDM metabolite)*

Confirmatory
(if required)
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Component of residue definition: Nicosulfuron

Principle of method
Matrix type Method type Method LOQ (i.e. GC-MS or
HPLC-UV)

Author(s), year / missing
/ EU agreed

(ASDM metabolite)*

Difficult (if Primary - - -
required,

depends on ILv ) ) 3
intended use) Confirmatory - - .

(if required)

* ADMP and ASDM are not components of residue definition.

Table 5.3-9: Statement on extraction efficiency

Method for products of plant origin

Required, available from: DAR, 2005

Not required, because: -

Study Comments: | Adequate method exists to monitor Nicosulfuron residues in high protein/high starch
I11A 5.3.3.2 content (dry). The analytical methods presented by the applicant are active substances data,
which were reviewed in the Assessment Report for Nicosulfuron and were considered
adequate.

Additional methods for the purpose of the evaluation are not required.

Agreed end-point: | Residues of Nicosulfuron in commodities with high protein/high starch content (dry):
111A 5.3.3.2 HPLC-UV

LOQ = 0.02 mg/kg

HPLC-MS/MS

LOQ = 0.01 mg/kg

5.3.3.3 Description of analytical methods for the determination of residues in animal
matrices (KCP 5.2)

An analytical method for food of animal origin is not required due to the fact that no residue definition is
proposed (EFSA Scientific Report (2007) 120, 1-91).

Study Comments: | The explanation provided by the applicant is accepted.
I11A5.3.3.3
Agreed end-point: | As no residue definition was proposed, the analytical method for the determination of
I11A 5.3.3.3 Nicosulfuron residues in animal matrices is not required.
5.3.34 Description of methods for the analysis of soil (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Nicosulfuron in soil is
given in the following tables (please refer to the DAR of Nicosulfuron, June 2006 and Addendum to the
DAR, July 2007).
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Table 5.3-10: Validated methods for soil (if appropriate)
Component of residue definition: Nicosulfuron
Method type Method LOQ Principle of method Author(s), year / missing
(i.e. GC-MS or
HPLC-UV)
Primary (Nicosulfuron) 0.005 mg/kg HPLC-UV Huber, 1996b
Confirmatory 0.05 ng/kg LC-MS/MS Wais, 2000a
(Nicosulfuron)
Primary (ADMP and 0.02 mg/kg HPLC-UV Huber, 1996b
ASDM metabolites)
Confirmatory (ADMP and |- - -
ASDM metabolites)
Primary (AUSN and UCSN | 0.01 mg/kg LC-MS/MS Wolf, 2003 (This method is specific,
metabolites) validated on two mass transitions, so
confirmatory is not required)
Confirmatory (AUSN and |- - -
UCSN metabolites)

*ADMP, ASDM, AUSN and UCSN are not component of residue definition.

Study Comments:
I11A5.3.3.4

Adequate method exists to monitor Nicosulfuron residues in soil. The analytical methods
presented by the applicant are active substances data, which were reviewed in the
Assessment Report for Nicosulfuron and were considered adequate.

Additional methods for the purpose of the evaluation are not required.

Agreed end-point:

Residues of Nicosulfuron in soil:

I11A 5.3.3.4 LC-MS/MS
LOQ = 0.05 pg/kg
5.3.35 Description of methods for the analysis of water (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Nicosulfuron in surface
and drinking water is given in the following tables (please refer to the DAR of Nicosulfuron, June 2006
and Addendum to the DAR, July 2007).

Table 5.3-11: Validated methods for water (if appropriate)
Component of residue definition: Nicosulfuron
Matrix type Method type Method LOQ Principle of Author(s), year / missing
method (i.e.
GC-MSor
HPLC-UV)
Drinking water Primary 0.05 pg/L HPLC-UV Schulz and Ullrich-Mitzel, 1995a
(Nicosulfuron)

0.05 pg/L HPLC-MS/MS |Wolf, 2007 (This method is specific,
validated on two mass transitions, so
confirmatory is not required)

LV - - According to SANCO/825/00 rev. 8.1,
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Component of residue definition: Nicosulfuron

Matrix type Method type Method LOQ Principle of Author(s), year / missing
method (i.e.
GC-MS or
HPLC-UV)
ILV is not required.
Confirmatory 0.05 pg/L LC-DAD Wais, 2000b
Drinking water Primary 0.05 pg/L HPLC-UV Wais and Ullrich-Mitzel, 1997
(ADMP, ASDM ILv - - According to SANCO/825/00 rev. 8.1,
and AUSN ILV is not required
metabolites)™ : quired.
Confirmatory - - -
Surface water Primary 0.05 ng/L HPLC-MS/MS |Wolf, 2007 (This method is specific,
(Nicosulfuron) validated on two mass transitions, so
confirmatory is not required)
Confirmatory 0.05 pg/L HPLC-DAD Wais, 2000b

*ADMP, ASDM and AUSN are not component of residue definition.

Study Comments:
I11A5.3.35

Adequate method exists to monitor Nicosulfuron residues in drinking-and surface water.
The analytical methods presented by the applicant are active substances data, which were
reviewed in the Assessment Report for Nicosulfuron and were considered adequate.
Additional methods for the purpose of the evaluation are not required.

With regard to the drinking water: ILV for drinking water is required according to
Regulation (EU) 284/2013, legally binding in contrast to guideline. Data gap for
ILV for drinking water is stated.

Agreed end-point:
1A 5.3.3.5

Residues of Nicosulfuron in surface water:
HPLC-UV

LOQ =0.05 pg/L

LC-DAD

LOQ =0.05 pg/L

Residues of Nicosulfuron in drinking water:
Data gap on ILV for drinking water.

5.3.3.6

Description of methods for the analysis of air (KCP 5.2)

An overview on the acceptable methods and possible data gaps for analysis of Nicosulfuron in air is given
in the following tables (please refer to the DAR of Nicosulfuron, June 2006 and Addendum to the DAR,

July 2007).
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Table 5.3-12: Validated methods for air (if appropriate)

Component of residue definition: Nicosulfuron

Method type Method LOQ Principle of method Author(s), year / missing
(i.e. GC-MS or HPLC-
uv)

Primary 1.2 pg/m? air HPLC-UV Schulz and Ullrich-Mitzel,

1995b
1.2 pg/m? air HPLC-UV

Wais, 2000c

Confirmatory - - Sufficient confirmatory

methods are available for
the determination in soil or
water therefore
confirmatory methods for
the determination of
residues in air are not
required.

Study Comments: Adequate method exists to monitor Nicosulfuron residues in air. The analytical methods
111A 5.3.3.6 presented by the applicant are active substances data, which were reviewed in the Assessment
Report for Nicosulfuron and were considered adequate.

Additional methods for the purpose of the evaluation are not required.

Agreed end-point: Residues of Nicosulfuron in air:
I11A 5.3.3.6 HPLC-UV
LOQ =1.2 pg/m?®

5.3.3.7 Description of methods for the analysis of body fluids and tissues (KCP 5.2)

As Nicosulfuron is classified as neither toxic nor highly toxic, methods for therapeutic analysis are not
required (DAR, 2005).

5.3.3.8 Other studies/ information

No new or additional studies have been submitted.
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Appendix 1  Lists of data considered in support of the evaluation

Tables considered not relevant can be deleted as appropriate.

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

List of data submitted by the applicant and relied on

Title
Company Report No. Vertebrate

Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not

KCP 5.1.1 | Matgorzata Woto- 2017 |Rimsulfuron 15% + Nicosulfuron 30% WG: Method development and validation for the determination of N Sharda

szynowska MSc active substances content in the formulation Cropchem

Institute of Industrial Organic Chemistry Analytical department, Warsaw, Poland, report no. BA-37/16 Limited
GLP; unpublished

KCP5.2.1 | Anna Markowicz N

‘ Manuel Rubino N

KCP5.2.2 | Manuel Rubino N

KcP Magdalena Zargbska N
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Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
_— T
List of data submitted or referred to by the applicant and relied on, but already evaluated at EU peer review
Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N
Published or not
The following tables are to be completed by MS
List of data submitted by the applicant and not relied on
Title
Company Report No. Vertebrate
Data point Author(s) Year |Source (where different from company) study Owner
GLP or GEP status Y/N

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

Title

Company Report No.

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

Published or not

Vertebrate
study Owner
Y/N
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Appendix 2 Detailed evaluation of submitted analytical methods
A2l Analytical methods for Rimsulfuron

A2l11 Methods used for the generation of pre-authorization data (KCP 5.1)

No new or additional studies have been submitted

A212 Methods for post-authorization control and monitoring purposes (KCP
5.2)
A2121 Description of analytical methods for the determination of residues in

plant matrices (KCP 5.2)
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Comments of zZRMS: [The analytical method meets the criteria of specificity, linearity, repeatability and
accuracy. The method is acceptable and is suitable for determination of rimsulfu-
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A2122 Description of analytical methods for the determination of residues in an-
imal matrices (KCP 5.2)
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No new or additional studies have been submitted

A2123 Description of Methods for the Analysis of Soil (KCP 5.2)

No new or additional studies have been submitted

A2124 Description of Methods for the Analysis of Water (KCP 5.2)

Comments of zZRMS:| |The analytical method meets the criteria of specificity, linearity, repeatability and
accuracy. The method is acceptable and is suitable for determination of rimsulfu-
ron in drinking water.
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Collision energy |
——
15

Mobile phase B% |

0

0

100

100

0

0
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Comments of zZRMS:| |The analytical method meets the criteria of specificity, linearity, repeatability and
accuracy. The method is acceptable and is suitable for determination of rimsulfu-
ron in drinking water.
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A21.25 Description of Methods for the Analysis of Air (KCP 5.2)

No new or additional studies have been submitted
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A2126 Description of Methods for the Analysis of Body Fluids and Tissues (KCP
5.2)

No new or additional studies have been submitted

A2127 A.2.A.9 Other Studies/ Information

No new or additional studies have been submitted

A22 Analytical methods for Nicosulfuron

A221 Methods used for the generation of pre-authorization data (KCP 5.1)

No new or additional studies have been submitted

A222 Methods for post-authorization control and monitoring purposes (KCP
5.2)
A2221 Description of analytical methods for the determination of residues in

plant matrices (KCP 5.2)

No new or additional studies have been submitted

A2222 Description of analytical methods for the determination of residues in an-
imal matrices (KCP 5.2)

No new or additional studies have been submitted

A2223 Description of Methods for the Analysis of Soil (KCP 5.2)

No new or additional studies have been submitted

A2224 Description of Methods for the Analysis of Water (KCP 5.2)

No new or additional studies have been submitted

A2225 Description of Methods for the Analysis of Air (KCP 5.2)

No new or additional studies have been submitted

A2226 Description of Methods for the Analysis of Body Fluids and Tissues (KCP
5.2)

No new or additional studies have been submitted
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A2227 A.2.A.9  Other Studies/ Information

No new or additional studies have been submitted



