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This document is to be used by the applicant of a plant protection product for authorization at Member State level. It has been designed to provide guidance on the preparation of Part B Section 5 (Analytical methods) of the draft registration report (dRR) and on the information required specifically for this section. The guidance is applicable to the core assessment and the national addenda.
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5 Analytical methods
5.1 Conclusion and summary of assessment

State whether submitted data are sufficient for evaluation. Data gaps and conditions for authorization should be listed, if appropriate.

Sufficiently sensitive and selective analytical methods are not available for the active substance(s) and relevant impurities in the plant protection product. 

Noticed data gaps are:

· data gap 1
· data gap 2
· data gap 3
Sufficiently sensitive and selective analytical methods are not available for all analytes included in the residue definitions. 

Noticed data gaps are:

· data gap 1
· data gap 2
· data gap 3
	Commodity/crop
	Supported/
Not supported

	Commodity/crop 1
	

	Commodity/crop 2
	

	Commodity/crop 3
	

	
	


State whether or not submitted data are sufficient for evaluation and whether enforcement of all relevant MRLs/residue levels is possible. Data gaps should be listed and conditions for registration presented, if appropriate. Provide an overview on the commodities/crops that are supported/ not supported as outcome of the evaluation on the available analytical methods.
5.2 Methods used for the generation of pre-authorization data (KCP 5.1) 

5.2.1 Analysis of the plant protection product (KCP 5.1.1) 

5.2.1.1 Determination of active substance and/or variant in the plant protection product (KCP 5.1.1) 

Insert information on analytical methods and their validation (include information as to whether the methods were already evaluated during the EU approval process of the active substance).

If study has not been previously evaluated, provide study summary. 

When more than one active substance is present in the plant protection product, a method capable of determining each, in the presence of the other(s), shall be provided. 

When an applicable CIPAC method is recommended for the determination of the active substance in the plant protection product, it is sufficient to refer to section 5.2.1.4.
An overview on the acceptable methods and possible data gaps for analysis of active substance, ... and active substance in plant protection product is provided as follows: 
Report only those studies that have not been previously evaluated within a peer reviewed process at EU level.

	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

Briefly describe the sample preparation: extraction, clean-up, derivatization, determination (principle, detection mode, ionization technique, mode, if relevant, ion(s), if relevant, calibration type) and in which solvent the standards were prepared.
Validation - Results and discussions

Table 5.2‑1:
Methods suitable for the determination of active substances 1, 2, 3, ...  in plant protection product Name/code 
	
	active substance 1
	active substance 2
	……

	Author(s), year 
	
	
	

	Principle of method
	
	
	

	Linearity

(linear between

mg/L / % range of the declared content)

(correlation coefficient, expressed as r)
	
	
	

	Precision – Repeatability Mean

n = XX
(%RSD)
	
	
	

	Accuracy 

n = XX
(% Recovery)
	
	
	

	Interference/ Specificity
	
	
	

	Comment
	
	
	


Conclusion
Briefly conclude on the acceptability and validation of the method for determination of the active substance in the plant protection product. Was the method sufficiently validated? Which analytes are covered by the analytical method? 

When multiple methods have been submitted, please copy the section from the comment-box to conclusion for each study.
5.2.1.2 Description of analytical methods for the determination of relevant impurities (KCP 5.1.1) 

Insert details on the analytical methods for relevant impurities 

Insert information on analytical methods and their validation (include information as to whether the methods were already evaluated during the EU approval process of the active substances).

If study has not been previously evaluated, provide study summary.

An overview on the acceptable methods and possible data gaps for analysis of relevant impurities in plant protection product is provided as follows: 

	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

Briefly describe the sample preparation: extraction, clean-up, derivatization, determination (principle, detection mode, ionization technique, mode, if relevant, ion(s), if relevant, calibration type) and in which solvent the standards were prepared.
Validation - Results and discussions

Table 5.2‑2:
Methods suitable for the determination of the relevant impurities in plant protection product (PPP) Name/code 
	
	Relevant impurity 1
max. content in PPP
	Relevant impurity 2
max. content in PPP
	……

	Author(s), year 
	
	
	

	Principle of method
	
	
	

	Linearity

(linear between

mg/L)

(correlation coefficient, expressed as r)
	
	
	

	Precision – Repeatability Mean

n = XX
(%RSD)
	
	
	

	Accuracy 

n = XX
(% Recovery)
	
	
	

	Interference/ Specificity
	
	
	

	LOQ
	
	
	

	Comment
	
	
	


Conclusion

Briefly conclude on the acceptability and validation of the method for determination of relevant impurities in the plant protection product. Was the method sufficiently validated? Which analytes are covered by the analytical method? 

When multiple methods have been submitted, please copy the section from the comment-box to conclusion for each study.
5.2.1.3 Description of analytical methods for the determination of formulants (KCP 5.1.1) 

Insert details on the analytical methods for formulants (when required) 

5.2.1.4 Applicability of existing CIPAC methods  (KCP 5.1.1) 

Insert information on CIPAC methods if available. Please demonstrate the specificity of the CIPAC method for this particular plant protection product. 
5.2.2 Methods for the determination of residues (KCP 5.1.2) 

An overview on the acceptable methods and possible data gaps for analysis of residues of active substance for the generation of pre-authorization data is given in the following table. For the detailed evaluation of new/ additional studies it is referred to Appendix 2.

Table 5.2‑3:
Validated methods for the generation of pre-authorization data 
	Component of residue definition: active ingredient (or metabolite xxx)

	Matrix type
	Method type
	Method LOQ
	Principle of method 

(i.e. GC-MS or HPLC-UV)
	Author(s), year / missing / EU agreed

	Plants, plant products,...
(Residues)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Animal products, food of animal origin,...
(Residues)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Soil, water, sediment,...
(Environmental fate)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Soil, water,...
(Efficacy)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Feed, body fluids,...
(Toxicology)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Body fluids, air,....
(Exposure)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Soil, water,...
(Ecotoxicology)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Water, buffer solutions,...
(Properties)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both and mark the type of report.  

Please extend and amend Table 5.2‑3 where required to fit all relevant pre-registration methods. If the residue definition consists of multiple components, Table 5.2‑3 should be repeated for each component.

When a method used to generate pre-authorization data is identical to a post-registration method, please refer to the post-registration method.
5.3 Methods for post-authorization control and monitoring purposes (KCP 5.2)

If the applicant has limited access to methods evaluated in the DAR, please include detailed information here.
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 protection 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 active substance 1 (KCP 5.2) 

5.3.2.1 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 current legal residue definition is not identical. 

Note: If not identical, please list in brief all changed residue definitions. It is preferable to use common names for metabolites/components rather than codes.
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
	active ingredient (and/or metabolite xxx) or not defined
	LOQ or lowest MRL mg/kg
	reference

	Plant, high acid content
	
	LOQ or lowest MRL mg/kg
	reference

	Plant, high protein/high starch content (dry commodities)
	
	LOQ or lowest MRL mg/kg
	reference

	Plant, high oil content
	
	LOQ or lowest MRL mg/kg
	reference

	Plant, difficult matrices (hops, spices, tea) 
	
	LOQ or lowest MRL mg/kg
	reference

	Muscle
	active ingredient (and/or metabolite xxx) or not defined
	LOQ or lowest MRL mg/kg
	reference

	Milk
	
	LOQ or lowest MRL mg/kg
	reference

	Eggs
	
	LOQ or lowest MRL mg/kg
	reference

	Fat
	
	LOQ or lowest MRL mg/kg
	reference

	Liver, kidney
	
	LOQ or lowest MRL mg/kg
	reference

	Soil

(Ecotoxicology)
	active ingredient (and/or metabolite xxx)
	0.05 mg/kg  or xxx mg/kg
	common limit or NOEAC/AOEL for XXX (which ever is the lowest)

	Drinking water

(Human toxicology)
	active ingredient (and/or metabolite xxx)
	0.1 µg/L
	general limit for drinking water

	Surface water

(Ecotoxicology)
	active ingredient (and/or metabolite xxx)

	lowest NOEC/EC 50 from aquatic toxicity study µg/L
	

	Air
	active ingredient (and/or metabolite xxx)
	Xxx µg/m3
	AOEL sys/AOEL inhal: xxx mg/kg bw/d


	Tissue (meat or liver)
	active ingredient (and/or metabolite xxx)
	not required / 0.1 mg/kg
	notclassified as T / T+ 

	Body fluids
	
	not required / 0.05 mg/L
	notclassified as T / T+


Only MRL of the intended uses and the lowest MRL for each matrix type should be reported. 
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 active substance in plant matrices is given in the following tables. For the detailed evaluation of new/ additional studies it is referred to Appendix 2.

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: active ingredient (and/or metabolite xxx)

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

	High water content
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	High acid content
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	High oil content
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	High protein/high starch content (dry)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Difficult (if required, depends on intended use)
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both reports and mark the type of report. 
If the residue definition consists of multiple components that are not determined by the method detailed in the table above, Table 5.3‑2 should be repeated for each component.

For any special comments or remarkable points concerning the analytical methods for the determination of residues in plant matrices, please refer to Appendix 2.

Table 5.3‑3:
Statement on extraction efficiency
	
	Method for products of plant origin

	Required, available from: 
	reference

	Not required, because:
	justification


In case of more than one residue component, it should be stated which residue component has been evaluated.

In compliance with SANCO/825/00 rev. 8.1, extraction efficiency has to be addressed for all matrix groups for which residues ≥LOQ are expected.

Extraction efficiency studies that have already been formally evaluated in the EU can be briefly summarised in this section. Newly submitted studies and bridging statements are to be summarised in Appendix 2 for evaluation.
For the detailed evaluation of (additional) studies on extraction efficiency, it is referred to Appendix 2.
5.3.2.3 Description of analytical methods for the determination of residues in animal matrices (KCP 5.2) 

An overview on the acceptable methods and possible data gaps for analysis of active substance in animal matrices is given in the following tables. For the detailed evaluation of new/ additional studies it is referred to Appendix 2.

Table 5.3‑4:
Validated methods for food and feed of animal origin (if appropriate)
	Component of residue definition: active ingredient (and/or metabolite xxx)

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

	Milk
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Eggs
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Muscle
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Fat
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Kidney, liver
	Primary 
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	
	Confirmatory 

(if required)
	LOQ mg/kg
	
	author(s), year / missing / EU agreed


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both reports and mark the type of report. 
If the residue definition consists of multiple components that are not determined by the method detailed in the table above, Table 5.3‑4 should be repeated for each component.

For any special comments or remarkable points concerning the analytical methods for the determination of residues in animal matrices, please refer to Appendix 2.
Table 5.3‑5:
Statement on extraction efficiency
	
	Method for products of animal origin

	Required, available from: 
	reference

	Not required, because:
	justification


In case of more than one residue component, it should be stated which residue component has been evaluated.

In compliance with SANCO/825/00 rev. 8.1, extraction efficiency has to be addressed for all matrix groups for which residues ≥LOQ are expected.

Extraction efficiency studies that have already been formally evaluated in the EU can be briefly summarised in this section. Newly submitted studies and bridging statements are to be summarised in Appendix 2 for evaluation.
For the detailed evaluation of (additional) studies on extraction efficiency please refer to Appendix 2.
5.3.2.4 Description of methods for the analysis of soil (KCP 5.2) 

An overview on the acceptable methods and possible data gaps for analysis of active substance in soil is given in the following tables. For the detailed evaluation of new/ additional studies it is referred to Appendix 2.

Table 5.3‑6:
Validated methods for soil (if appropriate)
	Component of residue definition: active ingredient (and/or metabolite xxx)

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

	Primary
	LOQ mg/kg
	
	author(s), year / missing / EU agreed

	Confirmatory
	LOQ mg/kg
	
	author(s), year / missing / Data relied on in EU


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both reports and mark the type of report.  

If the residue definition consists of multiple components that are not determined by the method detailed in the table above, Table 5.3‑6 should be repeated for each component.
For any special comments or remarkable points concerning the analytical methods for soil please refer to Appendix 2.

5.3.2.5 Description of methods for the analysis of water (KCP 5.2) 

An overview on the acceptable methods and possible data gaps for analysis of active substance in surface and drinking water is given in the following tables. For the detailed valuation of new/ additional studies it is referred to Appendix 2.

Table 5.3‑7:
Validated methods for water (if appropriate)
	Component of residue definition: active ingredient (and/or metabolite xxx)

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

	Drinking water
	Primary
	LOQ μg/L
	
	author(s), year / missing / EU agreed

	
	ILV
	LOQ μg/L
	
	author(s), year / missing / EU agreed

	
	Confirmatory
	LOQ μg/L 
	
	author(s), year / missing / EU agreed

	Surface water
	Primary
	LOQ μg/L
	
	author(s), year / missing / EU agreed

	
	Confirmatory
	LOQ μg/L 
	
	author(s), year / missing / EU agreed


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both reports and mark the type of report.  

If the residue definition consists of multiple components that are not determined by the method detailed in the table above, Table 5.3‑7 should be repeated for each component.

For any special comments or remarkable points concerning the analytical methods for water please refer to Appendix 2.

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 active substance in air is given in the following tables. For the detailed evaluation of new/ additional studies please refer to Appendix 2.

Table 5.3‑8:
Validated methods for air (if appropriate)
	Component of residue definition: active ingredient (and/or metabolite xxx)

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

	Primary
	LOQ μg/m3
	
	author(s), year / missing / EU agreed

	Confirmatory
	LOQ μg/m3
	
	author(s), year / missing / EU agreed


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both reports and mark the type of report.  

If the residue definition consists of multiple components that are not determined by the method detailed in the table above, Table 5.3‑8 should be repeated for each component.

For any special comments or remarkable points concerning the analytical methods for air it is referred to Appendix 2.

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

An overview on the acceptable methods and possible data gaps for analysis of active substance in body fluids and tissues is given in the following table. For the detailed evaluation of new/ additional studies it is referred to Appendix 2.

Table 5.3‑9:
Methods for body fluids and tissues (if appropriate)
	Component of residue definition: active ingredient (and/or metabolite xxx)

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

	Primary
	LOQ mg/kg / mg/L
	
	author(s), year / missing / EU agreed

	Confirmatory
	LOQ mg/kg / mg/L
	
	author(s), year / missing / EU agreed


State all references that are relevant for the method type, i.e. if method and validation of the primary method are described in two different reports, refer to both reports and mark the type of report.  

If the residue definition consists of multiple components that are not determined by the method detailed in the table above, Table 5.3‑9 should be repeated for each component.

For any special comments or remarkable points concerning the analytical methods for body fluids and tissues please refer to Appendix 2.

5.3.2.8 Other studies/ information 

If required or appropriate, insert a brief summary on other studies and information here.
5.3.3 Description of analytical methods for the determination of residues of active substance 2 (KCP 5.2) 

If several active substances are included in the plant protection product, section 5.3.2 should be repeated for each active substance.
Appendix 1 Lists of data considered in support of the evaluation

The following lists should include all product data considered in support of the evaluation, even if they have been evaluated previously, e.g. in the EU peer review of the active substance(s), and thus are not summarised in this document in detail. New data evaluated for the active substance(s) should be included as well.

Please sort by data points and within one data point by names of authors.
Tables considered not relevant can be deleted as appropriate.
MS to blacken authors of vertebrate studies in the version made available to third parties/public.

List of data submitted by the applicant and relied on

	Data point
	Author(s)
	Year
	Title
Company Report No.

Source (where different from company)
GLP or GEP status
Published or not
	Vertebrate study

Y/N
	Owner

	KCP XX
	Author
	YYYY
	Title

Company Report No

Source

GLP/non GLP/GEP/non GEP

Published/Unpublished
	Y/N
	Owner

	
	
	
	
	
	


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

	KCP XX
	Author
	YYYY
	Title

Company Report N

Source

GLP/non GLP/GEP/non GEP

Published/Unpublished
	Y/N
	Owner

	
	
	
	
	
	


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

	Data point
	Author(s)
	Year
	Title
Company Report No.

Source (where different from company)
GLP or GEP status
Published or not
	Vertebrate study

Y/N
	Owner

	KCP XX
	Author
	YYYY
	Title

Company Report N

Source

GLP/non GLP/GEP/non GEP

Published/Unpublished
	Y/N
	Owner

	
	
	
	
	
	


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

	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

	KCP XX
	Author
	YYYY
	Title

Company Report N

Source

GLP/non GLP/GEP/non GEP

Published/Unpublished
	Y/N
	Owner

	
	
	
	
	
	


Appendix 2 Detailed evaluation of submitted analytical methods

A 2.1 Analytical methods for the active substance 1
A 2.1.1 Methods used for the generation of pre-authorization data (KCP 5.1)

No new or additional studies have been submitted
When a method used to generate pre-authorization data is identical to a post-registration method, please refer to the post-registration method.

Only studies that have not previously been evaluated within a peer reviewed process at EU level should be reported.

When new methods for the generation of pre-authorization data have been submitted, please describe these methods according to paragraph A 2.1.2.1.1. Sections that are not required for pre-authorization methods, such as ILV, can be deleted if appropriate.
A 2.1.2 Methods for post-authorization control and monitoring purposes (KCP 5.2)

A 2.1.2.1 Description of analytical methods for the determination of residues in plant matrices (KCP 5.2) 

No new or additional studies have been submitted
Only studies that have not been previously evaluated within a peer reviewed process at EU level should be reported.
A 2.1.2.1.1 Analytical method 1
A 2.1.2.1.1.1 Method validation
	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

Briefly describe the sample preparation: extraction, clean-up, derivatisation, determination (principle, detection mode, ionization technique, mode, if relevant, ion(s), if relevant, calibration type) and in which solvent the standards were prepared.
Results and discussions

Briefly discuss the results. Is an ILV required? Is a confirmatory method required? Method validation data can be summarised in Table A 1 and Table A 2.
Table A 1:
Recovery results from method validation of analyte using the analytical method
	Matrix
	Analyte
	Fortification level (mg/kg)
(n = x)
	Mean 
recovery (%)
	RSD (%)
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table A 2:
Characteristics for the analytical method used for validation of active substance residues in matrix
	
	Analyte 1
	Analyte 2

	Specificity
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)

	Calibration (type, number of data points)
	individual calibration data presented|

calibration line equation presented

 number of data points
	individual calibration data presented|

calibration line equation presented

 number of data points

	Calibration range
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)

	Assessment of matrix effects is presented 
	yes/no
	yes/no

	Limit of determination/quantification
	limit of quantification representing the lowest validated level with sufficient recovery and precision
	limit of quantification representing the lowest validated level with sufficient recovery and precision


Conclusion

Briefly conclude on the acceptability and validation of the method for enforcement of residues. Was the method sufficiently validated? Which analytes are covered by the analytical method? For which commodities or commodity groups was the analytical method validated?
A 2.1.2.1.1.2 Independent laboratory validation

	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

The ILV method should be in line with the primary method. A full summary of materials and methods is therefore not required. Briefly describe deviations from the primary method, if any. 
Results and discussions

Briefly discuss the results. Method validation data can be summarised in Table A 3 and Table A 4.
Table A 3:
Recovery results from independent laboratory validation of analyte using the analytical method
	Matrix
	Analyte
	Fortification level (mg/kg)
(n = x)
	Mean 
recovery (%)
	RSD (%)
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table A 4:
Characteristics for the analytical method used for independent laboratory validation of active substance residues in matrix
	
	Analyte 1
	Analyte 2

	Specificity
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)

	Calibration (type, number of data points)
	individual calibration data presented|

calibration line equation presented

 number of data points
	individual calibration data presented|

calibration line equation presented

 number of data points

	Calibration range
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)

	Assessment of matrix effects is presented 
	yes/no
	yes/no

	Limit of determination/quantification
	limit of quantification representing the lowest validated level with sufficient recovery and precision
	limit of quantification representing the lowest validated level with sufficient recovery and precision


Conclusion

Briefly conclude on the independent laboratory validation. Is the method acceptable as ILV for the primary method? 
A 2.1.2.1.1.3 Confirmatory method (if required)
No confirmatory method is required 
If no confirmatory method is required, state reason.
	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

Briefly describe the sample preparation: extraction, clean-up, derivatisation, determination (principle, detection mode, ionization technique, mode, if relevant, ion(s), if relevant, calibration type) and in which solvent the standards were prepared.
Results and discussions

Briefly discuss the results. Method validation data can be summarised in Table A 5 and Table A 6.
Table A 5:
Recovery results from confirmatory method validation of analyte using the confirmatory analytical method
	Matrix
	Analyte
	Fortification level (mg/kg)
(n = x)
	Mean 
recovery (%)
	RSD (%)
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table A 6:
Characteristics for the confirmatory method used for validation of active substance residues in matrix
	
	Analyte 1
	Analyte 2

	Specificity
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)

	Calibration (type, number of data points)
	individual calibration data presented|

calibration line equation presented

 number of data points
	individual calibration data presented|

calibration line equation presented

 number of data points

	Calibration range
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)

	Assessment of matrix effects is presented 
	yes/no
	yes/no

	Limit of determination/quantification
	limit of quantification representing the lowest validated level with sufficient recovery and precision
	limit of quantification representing the lowest validated level with sufficient recovery and precision


Conclusion

Briefly conclude on the acceptability and validation of the method for enforcement of residues. Was the method sufficiently validated? Which analytes are covered by the analytical method? For which commodities or commodity groups was the analytical method validated?
A 2.1.2.1.1.4 Extraction efficiency

Please comment on the extraction procedures used in this residue analytical method (if applicable). 
A 2.1.2.1.2 Analytical method 2
If several analytical methods need to be described, section (see A 2.1.2.1.1) should be repeated.

A 2.1.2.1.3 Extraction efficiency

When applicable, comment on the extraction efficiency of existing methods for the determination of residues in plant matrices.
A 2.1.2.2 Description of analytical methods for the determination of residues in animal matrices (KCP 5.2) 

No new or additional studies have been submitted
Only studies that have not been previously evaluated within a peer reviewed process at EU level should be reported.
A 2.1.2.2.1 Analytical method 1
A 2.1.2.2.1.1 Method validation
	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

Briefly describe the sample preparation: extraction, clean-up, derivatisation, determination (principle, detection mode, ionization technique, mode, if relevant, ion(s), if relevant, calibration type) and in which solvent the standards were prepared.
Results and discussions

Briefly discuss the results. Method validation data can be summarised in Table A 7 and Table A 8.
Table A 7:
Recovery results from method validation of analyte using the analytical method

	Matrix
	Analyte
	Fortification level (mg/kg)
(n = x)
	Mean 
recovery (%)
	RSD (%)
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table A 8:
Characteristics for the analytical method used for validation of active substance residues in matrix
	
	Analyte 1
	Analyte 2

	Specificity
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)

	Calibration (type, number of data points)
	individual calibration data presented|

calibration line equation presented

 number of data points
	individual calibration data presented|

calibration line equation presented

 number of data points

	Calibration range
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)

	Assessment of matrix effects is presented 
	yes/no
	yes/no

	Limit of determination/quantification
	limit of quantification representing the lowest validated level with sufficient recovery and precision
	limit of quantification representing the lowest validated level with sufficient recovery and precision


Conclusion

Briefly conclude on the acceptability and validation of the method for enforcement of residues. Was the method sufficiently validated? Which analytes are covered by the analytical method? For which commodities or commodity groups was the analytical method validated?
A 2.1.2.2.1.2 Independent laboratory validation

	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

The ILV method should be in line with the primary method. A full summary of materials and methods is therefore not required. Briefly describe deviations from the primary method, if any. 
Results and discussions

Briefly discuss the results. Method validation data can be summarised in Table A 9 and Table A 10.
Table A 9:
Recovery results from independent laboratory validation of analyte using the analytical method
	Matrix
	Analyte
	Fortification level (mg/kg)
(n = x)
	Mean 
recovery (%)
	RSD (%)
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table A 10:
Characteristics for the analytical method used for independent laboratory validation of active substance residues in matrix
	
	Analyte 1
	Analyte 2

	Specificity
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)

	Calibration (type, number of data points)
	individual calibration data presented|

calibration line equation presented

 number of data points
	individual calibration data presented|

calibration line equation presented

 number of data points

	Calibration range
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)

	Assessment of matrix effects is presented 
	yes/no
	yes/no

	Limit of determination/quantification
	limit of quantification representing the lowest validated level with sufficient recovery and precision
	limit of quantification representing the lowest validated level with sufficient recovery and precision


Conclusion

Briefly conclude on the independent laboratory validation. Is the method acceptable as ILV for the primary method? 
A 2.1.2.2.1.3 Confirmatory method (if required)
No confirmatory method is required 

If no confirmatory method is required, state reason.
	Comments of zRMS:
	Comment on study; acceptable or not; deficiencies, corrections, according to recent guidelines or not, used in evaluation or only as additional information


	Reference:
	Data point

	Report
	Title, author(s), year, report No, document No, Authority registration No

	Guideline(s):
	Yes/No (If yes, give guidelines; If no, give justification, e.g., “ no guidelines available” or “ methods used comparable to guideline(s) xxx” )

	Deviations:
	Yes/No (If yes, describe deviations from test guidelines)

	GLP:
	Yes/No (If no, give justification, e.g., state that GLP was not compulsory at the time the study was performed)

	Acceptability:
	Yes/No/Supplementary


Materials and methods

Briefly describe the sample preparation: extraction, clean-up, derivatisation, determination (principle, detection mode, ionization technique, mode, if relevant, ion(s), if relevant, calibration type) and in which solvent the standards were prepared.
Results and discussions

Briefly discuss the results. Method validation data can be summarised in Table A 11 and Table A 12.
Table A 11:
Recovery results from confirmatory method validation of analyte using the confirmatory analytical method
	Matrix
	Analyte
	Fortification level (mg/kg)
(n = x)
	Mean 
recovery (%)
	RSD (%)
	Comments

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table A 12:
Characteristics for the confirmatory method used for validation of active substance residues in matrix
	
	Analyte 1
	Analyte 2

	Specificity
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)
	mass spectrum is provided if MS is used

blank value < 30 % LOQ)

	Calibration (type, number of data points)
	individual calibration data presented|

calibration line equation presented

 number of data points
	individual calibration data presented|

calibration line equation presented

 number of data points

	Calibration range
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)
	Accepted calibration range in concentration units (e.g. in μg/ml or ng/μl)

Corresponding calibration range in mass ratio units for the sample (e.g.in mg/kg or μg/L)

	Assessment of matrix effects is presented 
	yes/no
	yes/no

	Limit of determination/quantification
	limit of quantification representing the lowest validated level with sufficient recovery and precision
	limit of quantification representing the lowest validated level with sufficient recovery and precision


Conclusion

Briefly conclude on the acceptability and validation of the method for enforcement of residues. Was the method sufficiently validated? Which analytes are covered by the analytical method? For which commodities or commodity groups was the analytical method validated?
A 2.1.2.2.1.4 Extraction efficiency

Please comment on the extraction procedures used in this residue analytical method (if applicable). 
A 2.1.2.2.2 Analytical method 2
If several analytical methods need to be described, section A 2.1.2.2.1 should be repeated.
A 2.1.2.2.2.1 Extraction efficiency

When applicable, comment on the extraction efficiency of existing methods for the determination of residues in animal matrices.
A 2.1.2.3 Description of Methods for the Analysis of Soil (KCP 5.2) 

No new or additional studies have been submitted
If summaries for new/additional methods for the analysis of soil are required, the relevant sections of paragraph A 2.1.2.2.1 should be repeated.
A 2.1.2.4 Description of Methods for the Analysis of Water (KCP 5.2) 

No new or additional studies have been submitted

If summaries for new/additional methods for the analysis of water are required, the relevant sections of paragraph A 2.1.2.2.1 should be repeated. 

Please note that an ILV for the analytical method for the determination of residues in drinking water is required according to regulation 1107/2009.
A 2.1.2.5 Description of Methods for the Analysis of Air (KCP 5.2) 

No new or additional studies have been submitted

If summaries for new/additional methods for the analysis of air are required, the relevant sections of paragraph A 2.1.2.2.1 should be repeated.
A 2.1.2.6 Description of Methods for the Analysis of Body Fluids and Tissues (KCP 5.2) 

No new or additional studies have been submitted

If summaries for new/additional methods for the analysis of body fluids and tissues are required, the relevant sections of paragraph A 2.1.2.2.1 should be repeated.
A 2.1.2.7 A.2.A.9
Other Studies/ Information

No new or additional studies have been submitted

If summaries for other new/additional methods are required, the relevant sections of paragraph A 2.1.2.2.1 should be repeated.
A 2.2 Analytical methods for the active substance 2
If several active substances are included in the plant protection product section A 2.1 should be repeated for each active substance. 
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