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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 10 (Relevance of groundwater metabolites) of the draft registration report (dRR) and on information required specifically for this section. The guidance is applicable to the core assessment and the national addenda.

In this section, only the conclusion regarding the relevance of groundwater metabolite(s) is presented. The impact of this conclusion on whether or not a particular GAP use leads to acceptable risk is assumed to be presented in the summary of the cGAP evaluation in dRR Part B, Section 8 (Environmental fate and behaviour), where the relevance assessment was triggered in the first place. No summary of the cGAP evaluation indicating which uses passed the assessment should be inserted in this section. 

If the relevance of a metabolite has already been assessed at EU-level and the relevance assessment is applicable for the GAP and groundwater scenarios considered in this (d)RR, a new assessment according to Step 1-5 is not required. In this case, a brief summary is sufficient (Option 1).

Notes: Text in turquoise shading provides general information/support and should be deleted when the document is finalized. Text highlighted in yellow should be changed as specified; it shows example text. Explanation may be added and text that is not relevant may be removed.

Tables are provided as examples and may be adapted to suit the product being evaluated (columns can be added or deleted). Moreover, some tables are not relevant for all products or all submission types and can be added or deleted. 

Fields shaded in grey are reserved for the Member State assessors and should not be filled in by the applicant. 

Insert summary of the evaluation of the relevance of metabolites. 

10 Relevance of metabolites in groundwater

10.1 General information

The metabolite(s) metabolite 1, metabolite 2.... is / are predicted to occur in groundwater at concentrations above 0.1 µg/L (see reference to appropriate dRR chapter). Assessment of the relevance of this / these metabolite(s) according to the stepwise procedure of the EC guidance document SANCO/221/2000 –rev.10 is therefore required. 

General information on the metabolite(s) is / are provided in Table 10.1‑1. The impact of the relevance assessment on whether a particular GAP use leads to acceptable risk or not is presented in the summary of the cGAP evaluation in chapter XXX of the dRR Part B, Section 8 (Environmental fate and behaviour).

All metabolites for which PEC ground water assessments have been made should be listed in Table 10.1‑1. Insert/delete rows in table as required.

Table 10.1‑1:
General information on the metabolite(s) 

	Name of active substance
	Metabolite name and code 
	Structural/molecular formula 
	Trigger for relevance assessmnent 

	Active substance
code
	Metabolite 1
code
	Insert structural/molecular formula


	Max PECgw 

Based on:


	xxx µg/L
model and scenario / lysimeter data, field leaching data or monitoring data

	
	Metabolite 2
code
	Insert structural/molecular formula 
	Max PECgw 

Based on:


	xxx µg/L
model and scenario / lysimeter data, field leaching data or monitoring data


10.2 Relevance assessment of metabolite 1
Only those metabolites with concentrations in groundwater exceeding 0.1 µg/L should be listed in Table 10.2‑1.

In case the product contains more than one active ingredient, the name of the parent compound(s) can be added after each metabolite, if considered helpful.

Summary:

Option 1: Relevance already assessed at EU-level AND the relevance assessment is applicable for the GAP and groundwater scenarios considered in this dRR; a new assessment according to Step 1-5 of guidance document SANCO/221/2000 –rev.10 is not required. In this case, a short summary as exampled below, together with the summary in Table 10.2‑1 is sufficient and the corresponding studies should be listed in the appropriate sections in the dRR.
The relevance of the groundwater metabolite metabolite 1 has already been assessed and the assessment agreed at EU level (see reference to appropriate DAR, EFSA conclusion etc), and the relevance assessment is applicable as well for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions reached at Step 4 and 5 of the relevance assessment made at the EU-level are valid also with regard to the PECgw calculated for the GAP and groundwater scenarios considered in this dRR ). Metabolite 1 is / is not considered relevant according to the criteria laid down in the EC guidance document SANCO/221/2000 –rev.10. A summary of the relevance assessment is given in Table 10.2‑1 and the corresponding studies are listed in the corresponding sections. 

Option 2: Relevance already assessed at EU-level BUT the PECgw calculated in Section 8 of the dRR are higher than those predicted at the EU-level and therefore Steps 4 and 5 need to be presented:

The relevance of the groundwater metabolite metabolite 1 has already been assessed and the assessment agreed at EU level (see reference to appropriate DAR, EFSA conclusion etc), but the relevance assessment is not applicable for the GAP and groundwater scenarios considered in this dRR (i.e., the conclusions reached at Step 4 and 5 of the relevance assessment made at the EU-level are not valid with regard to the PECgw calculated for the GAP and groundwater scenarios considered in this dRR). Therefore, the assessment and conclusions are presented here (see 10.1.4-10.1.5). Metabolite  is / is not considered relevant according to the criteria laid down in the EC guidance document SANCO/221/2000 –rev.10. A summary of the relevance assessment is given in Table 10.2‑1 and the corresponding studies are listed in the corresponding sections.

Option 3 (no previous relevance assessment available):

Studies supporting PECgw data are evaluated in Section 8 (Environmental fate and behaviour), the genotoxicity studies are evaluated in Section 6 (Mammalian Toxicology); the data on biological activity are evaluated in Appendix 2 of this Section. References should be listed in these sections, respectively.

The groundwater metabolite metabolite 1 is / is not considered as relevant according to the criteria laid down in the EC guidance document SANCO/221/2000 –rev.10. A summary of the relevance assessment for metabolite 1 is given in Table 10.2‑1. Studies supporting PECgw data are evaluated in Section 8 (Environmental fate and behaviour), the genotoxicity studies are evaluated in Section 6 (Mammalian Toxicology); the data on biological activity are evaluated in Appendix 2 of this Section.
Table 10.2‑1:
Summary of the relevance assessment for metabolite 1
	
	Assessment step
	Result of assessment 

	
	STEP 1 
	Metabolite of no concern?
	yes / no

	Quantification of groundwater contamination
	STEP 2

	Max PECgw 
	xxx µg/L

	
	
	Based on 
	model and scenario / lysimeter data, field leaching data or monitoring data


	Hazard assessment
	STEP 3
	Stage 1
	Biological activity comparable to the parent?
	yes / no

	
	
	Stage 2
	Genotoxic properties of metabolite
	genotoxic / non-genotoxic

	
	
	Stage 3
	Toxic properties of metabolite;
	

	
	
	
	Classification of parent 
	classification of parent

	
	
	
	Classification of metabolite
	classification of metabolite

	Consumer health risk assessment
	STEP 4
	Estimated consumer exposure via drinking water and other sources; threshold of concern approach 
	acceptable (<0.75 µg/L) / not acceptable (>0.75 µg/L)

	
	STEP 5
	Refined risk assessment
	acceptable / not acceptable / N/A*

	
	
	Predicted exposure (% of ADI)
	% of ADI / N/A*

	
	
	ADI based on
	basis for the used ADI / N/A*


*
N/A: not applicable

10.2.1 STEP 1: Exclusion of degradation products of no concern

Present a short justification (maximum of a few lines) why the metabolite cannot be excluded as degradation product of no concern. 

Metabolite 1 does/does not meet the criteria for products of no concern as defined in step 1 of the guidance and therefore needs/needs not further assessment.
It cannot be excluded as a product of no concern as it is not:
- CO2 or an inorganic compound, not containing a heavy metal;
- an organic compound of aliphatic structure, with a chain length of 4 or less, consisting only of C, H, N or O atoms and which has no "alerting structures" such as epoxide, nitrosamine, nitrile or other functional groups of known toxicological concern;
- a substance which is known to be of no toxicological or ecotoxicological concern, and
which is naturally occurring at much higher concentrations in the respective compartment;

and therefore needs further assessment.

10.2.2 STEP 2: Quantification of potential groundwater contamination

Present the conclusion from the groundwater exposure assessment. In Table 10.2‑1, provide the PECgw and state whether lysimeter data, field leaching data, or monitoring data were used to predict concentrations in groundwater. Include references to the appropriate chapter(s) in the (d)RR, in which the full quantification is presented (e.g. chapter XXX in Part B, Section 8). 

PECgw calculations after leaching from soil for metabolite 1 were performed (see Part B, Section 8, chapter XXX). The uses for which concentrations of metabolite 1 were considered to exceed 0.1 µg/L are listed in Table 10.2‑1. Details are given in Part B, Section 8, chapter XXX.

10.2.3 STEP 3: Hazard assessment – identification of relevant metabolites

10.2.3.1 STEP 3, Stage 1: screening for biological activity

Summarize briefly (in a few lines) whether or not the metabolite is considered to have comparable biological activity to the parent molecule. Include references to the appropriate chapters in the (d)RR, DAR or EFSA conclusion where information from screening data is presented in more detail. Add summaries of screening studies on the metabolite that have not been previously considered within an EU peer review process in Appendix 2. 

Present a conclusion whether or not the metabolite is considered relevant at this step of the assessment. 

As a line of orientation, it should be sufficient to demonstrate that the biological activity of a metabolite is clearly less than 50% of the activity of the parent molecule (see Stage 1 of Step 3 in SANCO/221/2000 –rev.10 for complete guidance). Otherwise the biological activity should be considered as “comparable”.

The biological activity of metabolite 1 has a comparable target activity as the parent active compound /does not have comparable target activity as the parent active compound as shown by structure-activity relationship considerations, as stated below / in biological screening data. Metabolite 1 is considered not relevant and is further evaluated in Stage 2 / relevant. 

Describe structure-activity relationship considerations, if applicable.

Full summaries of biological screening studies on the metabolite that have not been previously considered within an EU peer review process are described in detail in Appendix 2.

10.2.3.2 STEP 3, Stage 2: screening for genotoxicity

Summarize briefly (in a few lines) the results from genotoxicity screening (Ames test, gene mutation test with mammalian cells, and chromosome aberration test, and additional data if available) for the metabolite. Equivocal results in in vitro studies should be substantiated by in vivo experiments. Mutagenic metabolites (any category) are considered relevant. Include references to where studies supporting the screening are evaluated (e.g. chapter XXX in Part B, Section 6). Present a conclusion whether or not the metabolite is considered relevant at this step of the assessment.

Metabolite 1 was screened for genotoxic activity by the following data package of in vitro genotoxicity studies: Ames test, gene mutation test with mammalian cells, and a chromosome aberration test. Metabolite 1 was genotoxic / non-genotoxic as shown by a negative/positive Ames test, negative/positive gene mutation test with mammalian cells, negative/positive chromosome aberration test additional studies and references as required. Metabolite 1 is considered not relevant and is further evaluated in Stage 3 / relevant. The genotoxicity studies are evaluated in Part B, Section 6, studies referenced in XXX.

10.2.3.3 STEP 3, Stage 3: screening for toxicity

Present the toxicity classification of the parent and present briefly (in a few lines) the result of toxicity screening for the metabolite. See Stage 3 of Step 3 in SANCO/221/2000 –rev.10 for complete guidance. Include references to appropriate chapters in the (d)RR, DAR or EFSA conclusion where studies supporting the screening are presented (e.g. chapter XXX in Part B, Section 6). Present a conclusion as to whether or not the metabolite is considered relevant at this step of the assessment.

Example texts as shown:

The parent, XXX, to metabolite 1 is classified as acutely or chronically toxic or very toxic / for reproductive toxicity / as a carcinogen in category XXX (or corresponding classification in accordance with CLP 1272/2008). Metabolite 1 has therefore been tested for acute or chronic toxicity / reproductive toxicity / appropriate carcinogenicity testing in accordance with the EC guidance document SANCO/221/2000 –rev.10. Metabolite 1 is considered not relevant and is further evaluated in Step 4 / relevant. The toxicity studies are evaluated in Part B, Section 6, studies referenced in XXX.

Or

The parent, XXX, to metabolite 1 is classified as acutely or chronically toxic or very toxic / for reproductive toxicity / as a carcinogen in category XXX (or corresponding classification in accordance to CLP 1272/2008). Metabolite 1 has not been tested for acute or chronic toxicity / reproductive toxicity / appropriate carcinogenicity testing. Metabolite 1 is considered relevant.

Or

The parent, XXX, to metabolite 1 is not classified as acutely or chronically toxic or very toxic /  for reproductive toxicity /  as a carcinogen in category XXX (or corresponding classification in accordance to CLP 1272/2008). There are reasons to expect that metabolite 1 may be toxic or highly toxic and metabolite 1 has been subject to targeted testing. The toxicity studies are evaluated in Part B, Section 6, studies referenced in XXX. Metabolite 1 is considered not relevant and is further evaluated in Step 4/ relevant.

Or

The parent, XXX, to metabolite 1 is not classified as acutely or chronically toxic or very toxic / for reproductive toxicity / as a carcinogen in category XXX (or corresponding classification in accordance to CLP 1272/2008). There are no reasons to expect that metabolite 1 may be toxic or highly toxic. Metabolite 1 has not been subject to targeted testing. Metabolite 1 is not considered relevant and is further evaluated in Step 4.

10.2.4 STEP 4: Exposure assessment – threshold of concern approach

Step 4 and 5 are required for metabolites not identified as relevant in the hazard assessment of Step 3, in order to make sure that any contamination of groundwater will not lead to unacceptable exposure of consumers via drinking water.

For metabolites with PECgw < 0.75 µg/L: Present a consumer risk assessment considering exposure via drinking water and potential exposure to the metabolite via other sources (residues on treated commodities) according to the principles of the threshold of toxicological concern (TTC) approach of EC guidance document SANCO/221/2000 –rev.10. Present a conclusion as to whether the threshold approach can be considered acceptable according to the criteria of the guidance document. 

Metabolite 1 was not considered relevant in the hazard assessment of Step 3. 

Example texts as shown:

The PECgw for metabolite 1 was < 0.75 µg/L. There is no consumer exposure via other routes. Metabolite 1 is not considered to exceed the toxicological threshold of concern as defined in EC guidance document SANCO/221/2000 –rev.10.

Or

The PECgw for metabolite 1 was < 0.75 µg/L. Consumers may be exposed also via other routes but the total exposure to consumers will not exceed the acceptable overall threshold of concern of 0.02 µg/kg body weight/ day as shown by the calculation below. Metabolite 1 is not considered to exceed the toxicological threshold of concern as defined in EC guidance document SANCO/221/2000 –rev.10.

Or

The PECgw for metabolite 1 was < 0.75 µg/L. The potential exposure to metabolite 1 via all sources is > 0.02 µg/kg body weight/ day as shown by the calculation below. A further assessment in Step 5 is required.

Insert calculation.

Or

The potential exposure to metabolite 1 is > 0.75 µg/L but <10 µg/L. A further assessment in Step 5 is required.

10.2.5 STEP 5: Refined risk assessment

Step 5 is required for metabolites with PECgw between 0.75 µg/L and 10 µg/L, and for metabolites with PECgw <0.75 µg/L but for which the threshold of concern approach in Step 4 is not acceptable.

Present a refined consumer risk assessment, including a justification for the selected ADI for the metabolite, as described in the EC guidance document SANCO/221/2000 –rev.10. Account for potential exposure to the metabolite via other sources and drinking water. Include references to appropriate chapter(s) in the (d)RR or DAR where studies supporting the selected ADI are evaluated and, if considered, to chapter(s) where studies on metabolism in mammals are evaluated (e.g. chapters XXX in Part B, Section 7). Present a conclusion as to whether the consumer risk assessment demonstrates an acceptable risk, and the estimated safety margin (% of ADI). 

Metabolite 1 has a PECgw between 0.75 µg/L and 10 µg/L / PECgw <0.75 µg/L but for which the threshold of concern approach in Step 4 is not acceptable. A refined assessment of the potential toxicological significance including the selected ADI is presented here. 

Example texts as shown:

The consumer risk assessment demonstrates an acceptable risk/does not demonstrate an acceptable risk. The estimated safety margin including potential exposure via other routes besides drinking water for metabolite 1 are XX % of ADI (infant), XX % of ADI (child), XX % of ADI (adult).
Justification for the selected ADI: 
Insert text in accordance with recommendations in the guidance document SANCO/221/2000 –rev.10.
Calculation of risk (% ADI) for 5-kg bottle-fed infant (consuming 0.75 l/day): 
Insert calculation here.

Calculation of risk (% ADI) for 10-kg child (consuming 1.0 l/day):  
Insert calculation here.

Calculation of risk (% ADI) for 60-kg adult (consuming 2.0 l/day): 
Insert calculation here.

10.3 Relevance assessment of metabolite 2
If several groundwater metabolites are assessed for relevance, section 10.2 above should be repeated for each metabolite. 

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 Additional information 

If necessary, additional appendices may be added to include further information.

This appendix may be deleted if not needed.

Add full summaries of biological screening studies on the metabolite that have not been previously considered within an EU peer review process.

	Comments of zRMS:
	Comment on statement; acceptable or not.
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