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6 Mammalian Toxicology (KCP 7)

6.1 Summary

Table 6.1‑1:
Information on product code/name *

	Product name and code
	product code/name

	Formulation type
	formulation type [Code: e.g. SC/WG]

	Active substance(s) (incl. content)
	active substance; xxx g/L or g/kg

	Function
	fungicide, or herbicide, or insecticide etc.

	Product already evaluated as the ‘representative formulation’ during the approval of the active substance(s)
	Yes / No

	Product previously evaluated in another MS according to Uniform Principles
	No / Yes (Evaluation in MS authorization number/date of approval)


*
Information on the detailed composition of product code/name can be found in the confidential dRR Part C.

Justified proposals for classification and labelling

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

Table 6.1‑2:
Justified proposals for classification and labelling for product code/name according to Regulation (EC) No 1272/2008
	Hazard class(es), categories:
	e.g. Skin Sens. 1

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

	Signal word:
	e.g. Warning

	Hazard statement(s):
	e.g. H317

	Precautionary statement(s):
	e.g. P308+313…

	Additional labelling phrases:
	To avoid risks to man and the environment, comply with the instructions for use. [EUH401]

	
	e.g. 'Contains xxx (CAS No. xxx). May produce an allergic reaction.' [EUH208]

	
	e.g. 'xxx percent of the mixture consist of ingredient(s) of unknown oral/dermal/inhalation toxicity.'


Table 6.1‑3:
Summary of risk assessment for operators, workers, bystanders and residents for product code/name
	
	Result
	PPE / Risk mitigation measures

	Operators
	Acceptable
	e.g. Gloves during mixing/loading

	Workers
	Acceptable
	e.g. Gloves when handling treated crops

	Bystanders
	Acceptable
	None

	Residents
	Acceptable
	None


Choose one of the following options:

Option 1 (no PPE/ risk mitigation measures required)

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

Option 2 (PPE/ risk mitigation measures required)

No unacceptable risk for operators, workers, bystanders and residents was identified when the product is used as intended and provided that the PPE/ risk mitigation measures stated in Table 6.1‑3 are applied.

Option 3 (unacceptable risk)

An unacceptable risk for operators, workers, bystanders or residents was identified when the product is used as intended.

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

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

	1
	2
	3
	4
	5
	6
	7
	8
	9
	10

	Use-No.*
	Crops and situation
(e.g. growth stage of crop)
	F, Fn, Fpn
G, Gn, Gpn
or
I **
	Application
	Application rate
	PHI (d)
	Remarks: 

(e.g. safener/synergist (L/ha))

critical gap for operator, worker, bystander or resident exposure based on [Exposure model]
	Acceptability of exposure assessment 

	
	
	
	Method / Kind

(incl. application technique ***
	Max. number (min. interval between applications)

a) per use 

b) per crop/ season
	Max. application rate 

kg as/ha
 
a) a.s. 1
b) a.s. 2
	Water L/ha

min / max
	
	
	Operator
	Worker
	Bystander
	Residents

	
	Winter oil seed rape
(BBCH 61-69)
	F
	Spraying, LCTM
	1 ; 1
	a) 0.200
b) 0.125
	100 - 400
	42
	Operators [German model and UK POEM], workers, bystanders and residents
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	


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

** 
F: professional field use, Fn: non-professional field use, Fpn: professional and non-professional field use, G: professional greenhouse use, Gn: non-professional greenhouse use, Gpn: professional and non-professional greenhouse use, I: indoor application

***
e.g. LC: low crops, HC: high crop, TM: tractor-mounted, HH: hand-held
Explanation for column 10 “Acceptability of exposure assessment”

	A
	Exposure acceptable without PPE / risk mitigation measures

	R
	Further refinement and/or risk mitigation measures required

	N
	Exposure not acceptable/ Evaluation not possible


Applicant needs to insert critical uses in the GAP table. Please include the relevant application method (e.g. FCTM) in column 4. 
The full cGAPs should not be repeated in the specific sections (to avoid differences in presentation of the same GAP in different sections). Only relevant information for the identification of the evaluated cGAP is needed. 

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

zRMS assessor needs to indicate the outcome of exposure assessment for every exposure group by replacing the respective grey table cells (only column 10) with the particular colour according to the colour code for all cGAPs. 
Green colour should be used when AOEL exhaustion is below 100% without need of any PPE or other risk mitigation measures.

Yellow colour should be used when PPE or other mitigation measures (e.g. re-entry restriction) are needed for a specific exposure group. 

Red colour should indicate that the exposure for a certain GAP and exposure group is not acceptable even if all available PPE are used and possible mitigation measures are applied or if data gaps (e.g. missing toxicity studies) do not allow assessment. 

If differences in outcome of exposure assessment occur due to the use of different models (e.g. UK-POEM/DE model), please indicate the model on which the proposed decision is based in column 9 (Remarks). If outcome varies between exposure group and model, row(s) may be added. 

Data gaps

Data gaps should be listed in the summary to give an overview (especially for cMS).

Noticed data gaps are:

· data gap 1
· data gap 2
· data gap 3
6.2 Toxicological Information on Active Substance(s)

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

Table 6.2‑1:
Information on active substance(s)

	
	Active substance 1
	Active substance 2

	Common Name
	Common name
	Common name

	CAS-No.
	CAS No
	CAS No

	Classification and proposed labelling 

	With regard to toxicological endpoints (according to the criteria in Reg. 1272/2008, as amended)
	Hazard classes (s), categories:

Code(s) for hazard pictogram(s):

Signal word:

Hazard statement(s):

Precautionary statement(s):
	Hazard classes (s), categories:

Code(s) for hazard pictogram(s):

Signal word:

Hazard statement(s):

Precautionary statement(s):

	Additional C&L proposal
	Please insert proposal for additional C&L if no (sufficient) harmonized classification is available
	Please insert proposal for additional C&L if no (sufficient) harmonized classification is available

	Agreed EU endpoints

	AOEL systemic
	xxx mg/kg bw/d (corrected for xxx % oral absorption
	xxx mg/kg bw/d (corrected for xxx % oral absorption

	Reference
	e.g. EFSA Conclusion
	e.g. EFSA Conclusion

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

	Review Report/EFSA Conclusion for active substance
	None / e.g. the operator and worker safety
	None / e.g. the operator and worker safety


If product contains only one active substance, delete last column or leave blank. If product contains more than two active substances, insert extra columns in the table or copy table and insert below. 

For products with more than one active substance and if a combined risk exposure assessment is calculated:

In the first tier assessment of the combined risk exposure, the HI should be calculated (see Chapters 6.6.6.1 and B. 7.4 for further details), based on the toxicological reference values as stated in Table 6.2‑1 and in Section B.7.1.2, Summary of the evaluation. 
Based on the outcome of the combined exposure assessment, further information regarding target organ(s) and toxicological mechanism or mode of action of the active substances included in the preparation can be provided here, if available, in order to enable refinement of the first tier assessment.

6.3 Toxicological Evaluation of Plant Protection Product 

A summary of the toxicological evaluation for product code/name is given in the following tables. Full summaries of studies on the product that have not been previously considered within an EU peer review process are described in detail in Appendix 2. 

Table 6.3‑1:
Summary of evaluation of the studies on acute toxicity including irritancy and skin sensitisation for product code/name
	Type of test, species, model system (Guideline)
	Result

	Acceptability 
	Classification 
(acc. to the criteria in Reg. 1272/2008)
	Reference

	LD50 oral, rat 

 (OECD xxx)
	(>) xxx mg/kg bw
	Yes / No / Supplementary
	None / Hazard statement
	Author, year

	LD50 dermal, rat

(OECD xxx)
	(>) xxx mg/kg bw
	Yes / No / Supplementary
	None / Hazard statement
	Author, year

	LC50 inhalation, rat

(OECD xxx)
	(>) xxx mg/L air
	Yes / No / Supplementary
	None / Hazard statement
	Author, year

	
	or e.g. Not submitted, not necessary. Justification presented in Appendix 2)

	Skin irritation, model system 

(OECD xxx)
	Non-irritant / Irritant
	Yes / No / Supplementary
	None / Hazard statement
	Author, year

	Eye irritation, model system
(OECD xxx)
	Non-irritant / Irritant
	Yes / No / Supplementary
	None / Hazard statement
	Author, year

	Skin sensitisation, guinea pig/mouse
(OECD xxx, Buehler (xx applications)/M&K/LLNA)
	Non-sensitising / Sensitising
	Yes / No / Supplementary
	None / Hazard statement
	Author, year

	Supplementary studies for combinations of plant protection products
	No data – not required
	
	
	


Table 6.3‑2:
Additional toxicological information relevant for classification/labelling of product code/name
	
	Substance
(Concentration in product, % w/w)
	Classification of the 
substance 
(acc. to the criteria in Reg. 1272/2008)
	Reference
	Classification of product (acc. to the criteria in Reg. 1272/2008)

	Toxicological properties of active substance(s) (relevant for classification of product)
	active substance
(xxx % (w/w))
	Hazard statement(s) (criteria e.g. ≥ 10 %)
	Reg. 1272/2008 / MSDS2 / EFSA conclusion
	Hazard statement(s)

	Toxicological properties of non-active substance(s) (relevant for classification of product)
	name
(CAS No. xxx, ≥ xx % (w/w))*
	Hazard statement(s) (criteria e.g. ≥ 10 %)
	Reg. 1272/2008 / MSDS** / EFSA conclusion
	Hazard statement(s)

	Further toxicological information
	No data – not required
	
	
	


*
Please use concentration range or concentration limit (e.g. 1-10 % or > 1 %) as provided in MSDS.

**
Material safety data sheet by the applicant

6.4 Toxicological Evaluation of Groundwater Metabolites

Option 1 (No studies on groundwater metabolites required):

All metabolite concentrations are predicted to stay below 0.1 µg/L – no groundwater assessment is required.

Option 2 (Metabolites with the potential of reaching groundwater and requiring a relevance assessment according to the EU guidance document Sanco/221/2000-rev.10)

The following data on metabolites with the potential to reach the groundwater in concentrations above 0.1 µg/L and requiring relevance assessment were submitted. Note that the relevance assessment of the metabolites is reported in Part B.10; the submitted toxicological studies are summarized in this document.

6.4.1 Metabolite 1
An overview of the results of the accepted toxicological studies for groundwater metabolite metabolite 1 is given in the following table. Full summaries of studies on the metabolite that have not previously been considered within an EU peer review process are described in detail in Appendix 2 (A 2.11 Other/Special Studies). 

Table 6.4‑1:
Summary of the results of toxicity studies for metabolite 1
	Type of test, species (Guideline)
	Result
	Acceptability 
	Reference*

	Type of test
(OECD xxx)
	e.g. genotoxic/non-genotoxic
	Yes / No / Supplementary
	Author, year


*
indicates that a study was reviewed at EU level

Insert table rows for each toxicological study referred to in dRR Part B Section 10 in support of the relevance assessment of groundwater metabolite 1. 

6.4.2 Metabolite 2
If several groundwater metabolites require a relevance assessment, the section above should be repeated for each metabolite.

6.5 Dermal Absorption (KCP 7.3)

A summary of the dermal absorption rates for the active substances in product code/name are presented in the following table. 

Table 6.5‑1:
Dermal absorption rates for active substances in product code/name
	
	Active substance 1
	Active substance 2

	
	Value
	Reference
	Value
	Reference

	Concentrate
	xxx %
	e.g. EFSA Conclusion/  New study reported in Appendix 2
	xxx %
	e.g. EFSA Conclusion/  New study reported in Appendix 2

	Dilution

(dilution factor)
	xxx %
	e.g. EFSA Conclusion/  New study reported in Appendix 2
	xxx %
	e.g. EFSA Conclusion/  New study reported in Appendix 2


If product contains more than two active substances, insert extra columns in the table. If product contains only one active substance, delete last two columns. 

6.5.1 Justification for proposed values - active substance 1
Option 1 (no data/studies on dermal absorption rates are available):

No data on dermal absorption for active substance 1 in product code/name is available. Justifications for default values according to Guidance on Dermal Absorption (EFSA Journal 2012; 10(4):2665) are presented in the following table. 

Table 6.5‑2:
Default dermal absorption rates for active substance 1
	
	Value
	Justification for value
	Acceptability of justification

	Concentrate
	xxx %
	text
	text

	Dilution
	xxx %
	text
	text


Option 2 (studies on dermal absorption available):

Proposed dermal absorption rates for active substance 1 are based on dermal absorption studies on a formulation identical/ similar to product code/name. The study results are summarized in the following table. Full summaries of studies on the dermal absorption of active substance/formulation that have not previously been evaluated within an EU peer review process are described in detail in Appendix 2. / The results of the experiments with product code/name are not applicable for the risk assessment of the present application.

Table 6.5‑3:
Summary of the results of submitted dermal absorption studies for active 
substance 1 

	Test
	Concentrate
	Spray dilution

(dilution factor)
	Formulation in study 
	Acceptability of study
	Justification provided on representativity of study formulation for current product 
	Acceptability of justification
	Reference*

	In-vivo (rat)
	xxx %
	xxx %
	Product code/name
	Yes / No / Supplementary
	Yes (see Appendix A 2.10)  / Not required
	Justification accepted. Endpoint can be used for current product / Justification not accepted. Endpoint cannot be used for current product. 
	Author, year

	In vitro (rat) 
	xxx %
	xxx %
	Product code/name
	Yes / No / Supplementary
	Yes (see Appendix A 2.10)  / Not required
	Justification accepted. Endpoint can be used for current product / Justification not accepted. Endpoint cannot be used for current product. 
	Author, year

	In vitro (human)
	xxx %
	xxx %
	Product code/name
	Yes / No / Supplementary
	Yes (see Appendix A 2.10)  / Not required
	Justification accepted. Endpoint can be used for current product / Justification not accepted. Endpoint cannot be used for current product. 
	Author, year


*
indicates that a study was reviewed at EU level

Delete unnecessary rows in table. 

6.5.2 Justification for proposed values - active substance 2
If several active substances are included in the plant protection product, the section above should be repeated for each active substance.

6.6 Exposure Assessment of Plant Protection Product (KCP 7.2)

Table 6.6‑1:
Product information and toxicological reference values used for exposure assessment 

	Product name and code
	Product code/name

	Formulation type
	e.g. SC/WG

	Category
	e.g. Insecticide/Herbicide/Fungicide

	Container size(s), short description
	xxx L or kg, material, opening

	Active substance(s)
(incl. content)
	Active substance 1 

xxx g/L or g/kg
	Active substance 2
xxx g/L or g/kg

	AOEL systemic
	xxx mg/kg bw/d 
	xxx mg/kg bw/d 

	Inhalation absorption
	100 %
	100 %

	Oral absorption
	100 %
	100 %

	Dermal absorption
	Concentrate: xxx %

Dilution: xxx % (Dilution rate: 1:xxx)

(Default / Based on product (formulation))
	Concentrate: xxx %

Dilution: xxx % (Dilution rate: 1:xxx) 

(Default / Based on product (formulation))


6.6.1 Selection of critical use(s) and justification

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

The critical use(s) has/have to be defined following evaluation of the individual GAPs for each crop in each relevant Member State (Part B, Section 0). 

Justification 

Add a justification for the selection of the critical GAP(s). 

6.6.2 Operator exposure (KCP 7.2.1)

6.6.2.1 Estimation of operator exposure

A summary of the exposure models used for estimation of operator exposure to the active substances during application of product code/name according to the critical use(s) is presented in Table 6.6‑2. Outcome of the estimation is presented in Table 6.6‑3. Detailed calculations are in Appendix 3.

Note: Accepted exposure models and default input values used in exposure assessments may vary between zones/member states. It is advised to contact the member states before submission of the application. The tables below represent examples on how the operator exposure estimate can be presented, but they may need adaptation. 

Table 6.6‑2:
Exposure models for intended uses

	Critical use(s)
	Culture(s) (max. xxx L / kg product/ha)

	Model(s)
	German model 

[Uniform Principles for Safeguarding the Health of Applicators of Plant Protection Products (Uniform Principles for Operator Protection), Mitteilungen aus der Biologischen Bundesanstalt für Land-und Forstwirtschaft, Berlin-Dahlem, Heft 277, 1992]

	Critical use(s)
	Culture(s) (max. xxx L / kg product/ha)

	Model(s)
	Revised UK-POEM

[Estimation of Exposure and Absorption of Pesticides by Spray Operators, Scientific subcommittee on Pesticides and British Agrochemical Association Joint Medical Panel Report (UK MAFF), 1986 and the Predictive Operator Exposure Model (POEM) V 1.0, (UK MAFF), 1992]

	
	


Fill out relevant table(s) according to number of active substances in product and delete that which is not relevant. In the case of three active substances, both tables can be filled out; in the case of four active substances, the second table can be copied and inserted below and the first table deleted.
If product contains more than one active substance and the sum of %AOEL for all substances is >100%, additional calculations considering all possible PPE (as far as needed to achieve sum of AOEL% < 100%) should be performed and presented here. 
Table 6.6‑3:
Estimated operator exposure 

	
	
	Active substance 1

	Model data
	Level of PPE
	Total absorbed dose 
(mg/kg/day)
	% of systemic AOEL

	e.g. Tractor mounted boom spray application outdoors to low crops
Application rate: xxx kg a.s./ha

	German Model (Geometric mean / 75th percentile)

Body weight: xx kg
	no PPE*
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	

	
	+ type of PPE
	
	

	UK POEM

Application volume xxx L/ha 
Container: xxx
Body weight: xx kg
	no PPE**
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	

	
	+ type of PPE
	
	

	e.g. Air assisted spray application outdoors to high crops
Application rate: xxx kg a.s./ha

	German Model (Geometric mean / 75th percentile)

Body weight: xxx kg
	no PPE*
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	

	
	+ type of PPE
	
	

	UK POEM 
Application volume: xxx L/ha 
Container: xxx
Body weight: xxx kg
	no PPE**
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	

	
	+ type of PPE
	
	


*
no PPE: Operator wearing T-shirt and shorts

**
no PPE: Operator wearing long sleeved shirt, long trousers (“permeable”) but no gloves
	
	
	Active substance 1
	Active substance 2

	Model data
	Level of PPE
	Total absorbed dose 
(mg/kg/day)
	% of systemic AOEL
	Total absorbed dose 
(mg/kg/day)
	% of systemic AOEL

	e.g. Tractor mounted boom spray application outdoors to low crops
Application rate: xxx kg a.s./ha

	German Model (Geometric mean / 75th percentile)

Body weight: xx kg
	no PPE*
	
	
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	
	
	

	
	+ type of PPE
	
	
	
	

	UK POEM

Application volume xxx L/ha 
Container: xxx
Body weight: xx kg
	no PPE**
	
	
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	
	
	

	
	+ type of PPE
	
	
	
	

	e.g. Air assisted spray application outdoors to high crops
Application rate: xxx kg a.s./ha

	German Model (Geometric mean / 75th percentile)

Body weight: xxx kg
	no PPE*
	
	
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	
	
	

	
	+ type of PPE
	
	
	
	

	UK POEM 
Application volume: xxx L/ha 
Container: xxx
Body weight: xxx kg
	no PPE**
	
	
	
	

	
	+ type of PPE (e.g. Gloves mixing/loading)
	
	
	
	

	
	+ type of PPE
	
	
	
	


*
no PPE: Operator wearing T-shirt and shorts

**
no PPE: Operator wearing long sleeved shirt, long trousers (“permeable”) but no gloves
6.6.3 Measurement of operator exposure 

Option 1:

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

Option 2:

Since operator exposure estimations carried out indicated that the acceptable operator exposure level (AOEL) was exceeded under conditions of intended uses / Since there are no representative data available in calculation models, a field study measuring the operator exposure has been provided. A summary of the study is presented below. For the detailed evaluation of new/additional studies please refer to Appendix 4. No detailed evaluations are provided if the study has already been assessed and accepted at EU level.
Give an overview on the results of the available studies. Present a conclusion regarding PPE or other risk mitigation measures for acceptable exposure levels for the operator. 
6.6.4 Worker exposure (KCP 7.2.3)

6.6.4.1 Estimation of worker exposure

Table 6.6‑4 shows the exposure model(s) used for estimation of worker exposure after entry into a previously treated area or handling a crop treated with product code/name according to the critical use(s). Outcome of the estimation is presented in Table 6.6‑5. Detailed calculations are in Appendix 3.

Note: Accepted exposure models and default values used in exposure assessments may vary between zones/member states. It is advised to contact the member states before submission of the application to elucidate the safety level in the concerned area. 
Fill out relevant table(s) according to number of active substances in product and delete that which is not relevant. In the case of three active substances, both tables can be filled out; in the case of four active substances, the second table can be copied and inserted below and the first table deleted. 

If product contains more than one active substance and the sum of %AOEL for all substances is >100%, additional calculations considering all possible PPE (as far as needed to achieve sum of AOEL% < 100%) should be performed and presented here. 
Table 6.6‑4:
Exposure models for intended uses

	Critical use(s)
	Culture(s) (max. x x xxx L / kg product/ha)

	Model
	e.g. German re-entry model, Krebs et al. (2000) 


Table 6.6‑5:
Estimated worker exposure 

	
	
	Active substance 1

	Model data
	Level of PPE
	Total absorbed dose (mg/kg/day)
	% of systemic AOEL

	Number of applications and application rate:
	x x xxx kg a.s./ha

	xxx hours/day (1),

TC: xxx cm2/person/h (2)
Body weight: 60 kg
	no PPE (3)
	
	

	
	with PPE (4)
	
	


	
	
	Active substance 1
	Active substance 2

	Model data
	Level of PPE
	Total absorbed dose (mg/kg/day)
	% of systemic AOEL
	Total absorbed dose (mg/kg/day)
	% of systemic AOEL

	Number of applications and application rate:
	x x xxx kg a.s./ha
	x x xxx kg a.s./ha

	xxx hours/day(1),

TC: xxx cm2/person/h (2)
Body weight: 60 kg
	no PPE(3)
	
	
	
	

	
	with PPE(4) 
	
	
	
	


(1)
e.g. 8 h/day for professional applications for harvesting, pruning, tying, thinning or weeding activities etc. or 2 h/day for professional applications for maintenance, inspection or irrigation activities etc.

(2)
e.g. EUROPOEM II, 2002, Post-Application Exposure of Workers to Pesticides in Agriculture or


US-EPA policy paper [EPA, Science Advisory Council for Exposure; Agricultural Transfer Coefficients, Policy # 3.]. TC: Transfer coefficient

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

(4)
with PPE: type of PPE / see 'Instructions for use'
6.6.4.2 Refinement of generic DFR value (KCP 7.2)

If required, insert justification for refinement of the generic Dislodgeable Foliar Residues (DFR). Give an overview of the results of available studies on DFR with the product. Include the detailed evaluation of new/additional studies in Appendix 4. 

6.6.4.3 Measurement of worker exposure 

Option 1:

Since the worker exposure estimations carried out indicated that the acceptable operator exposure level (AOEL) will not be exceeded under conditions of intended uses and considering above mention PPE, a study to provide measurements of worker exposure was not necessary and was therefore not performed.
Option 2:

Since worker exposure estimations carried out indicated that the acceptable operator exposure level (AOEL) was exceeded under conditions of intended uses / Since there are no representative data in available calculation models, a field study measuring the worker exposure has been provided. A summary of the study is presented below. For the detailed evaluation of new/additional studies please refer to Appendix 4. No detailed summaries are provided if the study was already been assessed and accepted at EU level.
Give an overview of the results of the available studies. Present a conclusion regarding e.g. PPE or other risk mitigation measures for acceptable exposure levels for the operator. 

6.6.5 Bystander and resident exposure (KCP 7.2.2)

6.6.5.1 Estimation of bystander and resident exposure

Table 6.6‑6 shows the exposure model(s) used for estimation of bystander and resident exposure to active substance 1 and active substance 2. Outcome of the estimation is presented in Table 6.6‑7. Detailed calculations are in Appendix 3.

Note: Accepted exposure models and default values used in exposure assessments may vary between zones/member states. It is advised to contact the member states before submission of the application to elucidate the safety level in the concerned area. The tables below represent examples on how the bystander and resident exposure estimate can be presented, but they may need adaptation. 
If product contains more than one active substance and the sum of %AOEL for all substances is >100%, additional calculations considering all possible risk mitigation measures (as far as needed to achieve sum of AOEL% < 100%) should be performed and presented here. 
Table 6.6‑6:
Exposure models for intended uses

	Critical use(s)
	Culture(s) (max. x x xxx L / kg product/ha)

	Model
	e.g. Martin S. et al. (2008) [Guidance for Exposure and Risk Evaluation for Bystanders and Residents Exposed to Plant Protection Products During and After Application; J. Verbr. Lebensm. 3 (2008): 272-281 Birkhäuser Verlag Basel] and Bundesanzeiger (BAnz), 06 January 2012, Issue No. 4, pp. 75-76.


Table 6.6‑7:
Estimated bystander and resident exposure 

	
	Active substance 1
	Active substance 2

	Model data
	Total absorbed dose (mg/kg/day)
	% of systemic AOEL
	Total absorbed dose (mg/kg/day)
	% of systemic AOEL

	e.g. Tractor mounted boom spray application outdoors to low crops

or

e.g. Air assisted spray application outdoors to high crops ('worst case')
Application rate: x x xxx kg a.s./ha

	Bystanders (adult)

Drift rate: xxx % (xxx m)

Body weight: 60 kg
	
	
	
	

	Bystanders (children)

Drift rate: xxx % (xxx m)

Body weight: xxx kg
	
	
	
	

	Residents (adult)

Drift rate: xxx % (xxx m)

Body weight: 60 kg
	
	
	
	

	Residents (children)

Drift rate: xxx % (xxx m)

Body weight: xxx kg
	
	
	
	


6.6.5.2 Measurement of bystander and/or resident exposure 

Option 1:

Since the bystander and/or resident exposure estimations carried out indicated that the acceptable operator exposure level (AOEL) for active substance 1 and/or active substance 2 will not be exceeded under conditions of intended uses and considering above mentioned risk mitigation measures, a study to provide measurements of bystander/resident exposure was not necessary and was therefore not performed.
Option 2:

Since bystander and/or resident exposure estimations carried out indicated that the acceptable operator exposure level (AOEL) was exceeded under conditions of intended uses, a field study measuring the bystander and/or resident exposure has been provided. A summary of the study is presented below. For the detailed evaluation of new/additional studies please refer to Appendix 4. No detailed summaries are provided if the study was already been assessed and accepted at EU level.
Give a conclusion on the results of the available studies. Present a conclusion regarding e.g. other risk mitigation measures for acceptable exposure levels for the operator. 

6.6.6 Combined exposure

Currently no EU-harmonized guidance is available on the risk assessment of combined exposure to multiple active substances. Most assessment approaches employed up to now make use of the Hazard Index (HI) concept. It is therefore suggested to use this as a first tier assessment. 

For the combined risk assessment of operators, workers, bystanders and residents the following options should be considered (and all lines deleted which do not apply to the present evaluation).

Option 1: 

Not relevant. The product contains only one active substance.

Option 2:

The product is a mixture of two / three / four active substances. 

In case a combined risk assessment is currently not required by the cMS, the following text may be used:

From a scientific point of view it is regarded necessary to take into account potential combination effects. However, the evaluation of cumulative or synergistic effects as requested by Art. 4 (3b) of Regulation (EC) No. 1107/2009 should only be performed when harmonised “scientific methods accepted by the Authority to assess such effects are available.”
In case a combined risk assessment is currently required by the cMS, the following technical guidance is provided. 

6.6.6.1 Exposure Assessment of active substance 1 and active substance 2 in Product name/Product code
Note: The combined toxicological effect of these active substances has not been investigated with regard to repeated dose toxicity. 

At the first tier, combined exposure is calculated as the sum of the component exposures without regard to the mode of action or mechanism/target of toxicity. Initially, the individual Hazard Quotients (HQ) are calculated for all active substances in the PPP by assessing the exposure according to appropriate models and dividing the individual exposure levels by the respective systemic AOEL. This is equivalent to the predicted exposure as % of systemic AOEL from Table 6.6‑3 converted to decimal. The Hazard Index (HI) is the sum of the individual HQs. 

Table 6.6‑8:
Acute risk assessment from combined exposure

	Application scenario
	Active Ingredient
	Estimated exposure / AOEL (HQ) 

	Operators – e.g. handheld application (worst case)
	active substance 1
	e.g. 0.1

	
	active substance 2
	e.g. 0.35

	
	Cumulative risk Operators (HI)
	e.g. 0.45

	Workers – e.g. hand-harvesting vegetable crops (worst case)
	active substance 1
	x.xx

	
	active substance 2
	x.xx

	
	Cumulative risk Workers (HI)
	x.xx

	Bystander 
	active substance 1
	x.xx

	
	active substance 2
	x.xx

	
	Cumulative risk Bystander – Adult (HI)
	x.xx

	Resident - Adult
	active substance 1
	x.xx

	
	active substance 2
	x.xx

	
	Cumulative risk Resident – Adult (HI)
	x.xx

	Resident - Child
	active substance 1
	x.xx

	
	active substance 2
	x.xx

	
	Cumulative risk Resident – Child (HI)
	x.xx


The Hazard Index is < 1. Thus combined exposure to all active substances in Product Name is not expected to present a risk for operators, workers, bystanders and residents. No further refinement of the assessment is required.

Or: 

The Hazard Index is > 1. Refinement of the assessment is required. For an overview on the target organ(s) and toxicological mode(s)/mechanism(s) of action of the active substances included in the preparation see Section B.6.2, Toxicological Information on Active Substance(s). 

Repeat and amend table as appropriate to provide results of refined assessment. This part of the template will be expanded in future when harmonized assessment approaches are available.

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, independently if they may 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 name 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 the studies relied upon

A 2.1 Statement on bridging possibilities

If bridging was necessary, this needs to be stated here. Detailed confidential information should be addressed in Part C. If a study was performed on a formulation different from the one applied for, insert a statement (or reference to where in the submission it can be found) regarding the representativeness of the formulation for the endpoint under study. Please adjust template if necessary. 

	Comments of zRMS:
	Comment on statement; acceptable or not 


If there is more than one toxicity study available, list them separately, i.e., A.2.1.1 Study 1, A.2.1.2 Study 2 etc.

A 2.2 Acute oral toxicity (KCP 7.1.1)
	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

	Duplication 
(if vertebrate study)
	Yes/No (If yes, provide justification of the steps taken to avoid animal testing in line with Art.33 (3) c.)


Materials and methods

	Test material (Lot/Batch No.)
	Product code/name (Lot/Batch No.)

	Species
	e.g. Rat, Sprague-Dawley

	No. of animals (group size)
	e.g. 3 rats/sex

	Dose(s)
	e.g. 2000 mg/kg bw

	Exposure
	e.g. Once by gavage

	Vehicle/Dilution
	e.g. None

	Post exposure observation period
	e.g. 14 days

	Remarks
	e.g. None


Results and discussions

Table A 1:
Results of acute oral toxicity study in rats of product code/name
	Dose
(mg/kg bw)
	Toxicological results *
	Duration of signs
	Time of death
	LD50 (mg/kg bw)
(14 days)

	Male rats

	xxx
	x/x/x
	xxx
	xxx
	> xxx

	Female rats

	xxx
	x/x/x
	xxx
	xxx
	> xxx


* 
Number of animals which died/number of animals with clinical signs/number of animals used

Table A 2:
Summary of findings of acute oral toxicity study in rats of product code/name
	Mortality:
	Yes / No mortality occurred.

	Clinical signs:
	Yes / No clinical signs of toxicity were observed. (If yes, describe kind of signs)

	Body weight:
	Reduced (e.g. significantly reduced between days xxx and xxx) / Body weight gain was considered to be normal.

	Macroscopic examination:
	The necropsies performed at the end of the study revealed no apparent findings. / Apparent abnormalities in xxx animals (if yes, describe kind of abnormalities)


Conclusion

Under the experimental conditions, the oral LD50 of product code/name is higher than xxx mg/kg bw in rats. Thus, no classification is required according to Regulation (EC) No. 1272/2008.

A 2.3 Acute percutaneous (dermal) toxicity (KCP 7.1.2)

	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


A 2.3.1 Study 1

	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

	Duplication 
(if vertebrate study)
	Yes/No (If yes, provide justification of the steps taken to avoid animal testing in line with Art.33 (3) c.)


Materials and methods

	Test material (Lot/Batch No.)
	Product code/name  (Lot/Batch No.)

	Species
	e.g. Rat, Sprague-Dawley

	No. of animals (group size)
	e.g. 5 rats/sex

	Dose(s)
	e.g. 2000 mg/kg bw

	Exposure
	e.g. 24 hours (dermal, semi-occlusive)

	Vehicle/Dilution
	e.g. None

	Post exposure observation period
	e.g. 14 days

	Remarks
	e.g. None


Results and discussions

Table A 3:
Results of acute dermal toxicity study in rats of product code/name
	Dose
(mg/kg bw)
	Toxicological results *
	Duration of signs
	Time of death
	LD50 (mg/kg bw)
(14 days)

	Male rats

	xxx
	x/x/x
	xxx
	xxx
	> xxx

	Female rats

	xxx
	x/x/x
	xxx
	xxx
	> xxx


* 
Number of animals which died/number of animals with clinical signs/number of animals used

Table A 4:
Summary of findings of acute dermal toxicity study in rats of product code/name
	Mortality:
	Yes / No mortality occurred.

	Clinical signs:
	Yes/ No clinical signs of toxicity were observed. (If yes, describe kind of signs)

	Body weight:
	Reduced (e.g. significantly reduced between days xxx and xxx) / Body weight gain was considered to be normal.

	Macroscopic examination:
	The necropsies performed at the end of the study revealed no apparent findings. / Apparent abnormalities in xxx animals (if yes, describe kind of abnormalities)


Conclusion

Under the experimental conditions, the dermal LD50 of product code/name is higher than xxx mg/kg bw in rats. Thus, no classification is required according to Regulation (EC) No. 1272/2008.
A 2.4 Acute inhalation toxicity (KCP 7.1.3)

If no acute inhalation study is submitted, insert justification for waiving the study. 

	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


A 2.4.1 Study 1

	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

	Duplication 
(if vertebrate study)
	Yes/No (If yes, provide justification of the steps taken to avoid animal testing in line with Art.33 (3) c.)


Materials and methods

	Test material (Lot/Batch No.)
	Product code/name (Lot/Batch No.)

	Species
	e.g. Rat, Sprague-Dawley

	No. of animals (group size)
	e.g. 5 rats/sex/dose

	Concentration(s)
	e.g. 5 mg/L air

	Exposure
	e.g. 4 hours (nose only)

	Vehicle/Dilution
	e.g. None

	Post exposure observation period
	e.g. 14 days

	Remarks
	e.g. None


Results and discussions

Table A 5:
Concentration(s) and exposure conditions

	Target conc.
(mg/L air)
	or
	Nominal conc. 
(mg/L air)
	Actual conc. 
(mg/L air)
	MMAD *
(µm)
	GSD **
(µm)

	xxx
	
	xxx
	xxx
	xxx
	xxx


*
MMAD = Mass Median Aerodynamic Diameter

**
GSD = Geometric Standard Deviation

Table A 6:
Results of acute inhalation toxicity study in rats of product code/name
	Concentration
(mg/L air)
	Toxicological results *
	Duration of signs
	Time of death
	LC50 (mg/L air)
(14 days)

	Male rats

	xxx
	x/x/x
	xxx
	xxx
	< xxx

	Female rats

	xxx
	x/x/x
	xxx
	xxx
	< xxx


* 
Number of animals which died/number of animals with clinical signs/number of animals used

Table A 7:
Summary of findings of acute inhalation toxicity study in rats of product code/name
	Mortality:
	Yes / No mortality occurred.

	Clinical signs:
	Yes / No clinical signs of toxicity were observed. (If yes, describe kind of signs)

	Body weight:
	Reduced (e.g. significantly reduced between days xxx and xxx) / Body weight gain was considered to be normal.

	Macroscopic examination:
	The necropsies performed at the end of the study revealed no apparent findings. / Apparent abnormalities in xxx animals (if yes, describe kind of abnormalities)


Conclusion

Under the experimental conditions, the inhalation LC50 of product code/name is higher than xxx mg/L air in rats. Thus, no classification is required according to Regulation (EC) No. 1272/2008.
A 2.5 Skin irritation (KCP 7.1.4)

	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


A 2.5.1 Study 1

	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

	Duplication 
(if vertebrate study)
	Yes/No (If yes, provide justification of the steps taken to avoid animal testing in line with Art.33 (3) c.)


Materials and methods

	Test material (Lot/Batch No.)
	Product code/name (Lot/Batch No.)

	Species
	e.g. Rabbit, New Zealand White

	No. of animals (group size)
	e.g. 3 (fe)males

	Initial test using one animal
	e.g. Yes/No

	Exposure
	e.g. 0.5 mL (4 hours, semi-occlusive)

	Vehicle/Dilution
	e.g. None

	Post exposure observation period
	e.g. 14 days

	Remarks
	e.g. None


Results and discussions

Table A 8:
Skin irritation of product code/name
	Animal No.
	
	Scores after treatment *
	Mean scores
(24-72 h)
	Reversible
(day)

	
	
	1 h
	24 h
	48 h
	72 h
	
	

	1
	Erythema 
Oedema 
	
	
	
	
	
	

	2
	Erythema 
Oedema 
	
	
	
	
	
	

	3
	Erythema 
Oedema 
	
	
	
	
	
	


*
scores in the range of 0 to x
	Clinical signs:
	Yes / No clinical signs of toxicity were observed. (If yes, describe kind of signs)


Conclusion

Under the experimental conditions, product code/name is /not a skin irritant. Thus, no classification is required according to Regulation (EC) No. 1272/2008.
Note: For description of in-vitro studies use the general structure of the template (Reference table, short description of material and methods, short description of results and discussion) (please consider: negative results of in-vitro studies are not sufficient for a final assessment of PPP’s).

A 2.6 Eye irritation (KCP 7.1.5)

	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


A 2.6.1 Study 1

	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

	Duplication 
(if vertebrate study)
	Yes/No (If yes, provide justification of the steps taken to avoid animal testing in line with Art.33 (3) c.)


Materials and methods

	Test material (Lot/Batch No.)
	Product code/name (Lot/Batch No.)

	Species
	e.g. Rabbit, New Zealand White

	No. of animals (group size)
	e.g. 3 (fe)males

	Initial test using one animal
	e.g. Yes/No

	Exposure
	e.g. 0.1 mL (single instillation in conjunctival sac)

	Irrigation (time point)
	e.g. Yes/No

	Vehicle/Dilution
	e.g. None

	Post exposure observation period
	e.g. 14 days

	Remarks
	e.g. None


Results and discussions

Table A 9:
Eye irritation of product code/name
	Animal No.
	
	Scores after treatment *
	Mean scores
(24-72 h)
	Reversible
(day)

	
	
	1 h
	24 h
	48 h
	72 h
	
	

	1
	Corneal opacity

Iritis

Redness conjunctivae

Chemosis conjunctivae
	
	
	
	
	
	

	2
	Corneal opacity

Iritis

Redness conjunctivae

Chemosis conjunctivae
	
	
	
	
	
	

	3
	Corneal opacity

Iritis

Redness conjunctivae

Chemosis conjunctivae
	
	
	
	
	
	


*
scores in the range of 0 to x for cornea opacity and chemosis, 0 to x for redness of conjunctivae and 0 to x for iritis

	Clinical signs:
	Yes / No clinical signs of toxicity were observed. (If yes, describe kind of signs)


Conclusion

Under the experimental conditions, product code/name is /not an eye irritant. Thus, no classification is required according to Regulation (EC) No. 1272/2008.
Note: For description of in-vitro studies use the general structure of the template (Reference table, short description of material and methods, short description of results and discussion) (please consider: negative results of in-vitro studies are not sufficient for a final assessment of PPP’s).

A 2.7 Skin sensitisation (KCP 7.1.6)

	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


A 2.7.1 Study 1

	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

	Duplication 
(if vertebrate study)
	Yes/No (If yes, provide justification of the steps taken to avoid animal testing in line with Art.33 (3) c.)


Materials and methods

	Test material (Lot/Batch No.)
	Product code/name (Lot/Batch No.)

	Species
	e.g. Guinea pig, Hartley albino

Mouse, CBA/Ca of CBA/J strain

	No. of animals (group size)
	Test substance group: e.g. 10 male guinea pigs / 4-6 (fe)male mice

Vehicle control goup: 5 male guinea pigs / 4-6 (fe)male mice

	Range finding:
	Yes / No

	Exposure (concentration(s), no. of applications)
	Intradermal inductione.g. Undiluted

Topical inductione.g. Undiluted (3 x / 9 x)

Challengee.g. Undiluted

	Vehicle
	e.g. Isotonic saline solution

	Pretreatment prior to topical application
	Yes (sodium lauryl sulfate) / No

	Reliability check
	None/substance (x % intradermal induction, x % topical induction and x % challenge)

	Remarks
	e.g. None


Results and discussions

Table A 10:
Results of skin sensitisation study of product code/name

	
	No. of animals
	Concentration 
(%)
	DPM / group
	Stimulation index
(SI)

	Product code/name
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	Test Vehicle Control Group
	
	
	
	

	Positive control
	
	
	
	


or
	
	24 hours
	48 hours
	Total number of animals affected

	
	After challenge
	

	Product code/name
	*
	*
	

	Test Vehicle Control Group
	*
	*
	

	Positive control
	*
	*
	


*
Number of animals with positive dermal response (scores of 1-3) /number of animals in dose group

	Clinical signs:
	Yes / No clinical signs of toxicity were observed. (If yes, describe kind of signs)


Conclusion

Under the experimental conditions, product code/name is /not a skin sensitiser. Thus, no classification is required according to Regulation (EC) No. 1272/2008.

A 2.8 Supplementary studies for combinations of plant protection products (KCP 7.1.7)

If summaries for new/ additional supplementary studies on the intended combination of plant protection products are necessary, insert information here. If possible use appropriate tables presented in the sections above.

A 2.9 Data on co-formulants (KCP 7.4) 

A 2.9.1 Material safety data sheet for each co- formulant

Information regarding material safety data sheets of the co-formulants can be found in the confidential dossier of this submission (Registration Report - Part C).

A 2.9.2 Available toxicological data for each co-formulant 

Available toxicological data for each co-formulant can be found in the confidential dossier of this submission (Registration Report - Part C).

A 2.10 Studies on dermal absorption (KCP 7.3)

If summaries for new/ additional supplementary studies are necessary, insert information here. If bridging was necessary, this needs to be stated here. For minimum data to be presented it is referred to Table 1 of the EFSA guidance on dermal absorption (EFSA Journal 2012; 10(4):2665).

	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


A 2.11 Other/Special Studies

Insert study summary if required or available. As far as possible use appropriate tables presented in the sections A 2.1 - A 2.7 

Appendix 3 Exposure calculations 

A 3.1 Operator exposure calculations (KCP 7.2.1.1)

A 3.1.1 Calculations for active substance 1
Present tables on the estimation of operator exposure (Excel datasheets can be included directly, example was added for German model, geometric mean, assumed body weight 70 kg). 

Note: Accepted exposure models and default values used in exposure assessments may vary between zones/member states. Applicants should ensure that MS-specific requirements are taken into account. Justify any deviation/refinement of default input parameters.

Table A 11:
Input parameters considered for the estimation of operator exposure

	Formulation type:
	 e.g. SC/WG/…
	Application technique:
	 e.g. tractor mounted/air assisted

	Application rate (AR):
	 
	kg a.s./ha
	
	

	Area treated per day (A):
	 
	ha
	Dermal hands m/l (DM(H)):
	 
	mg/person/kg a.s.

	Dermal absorption (DA):
	 
	% (concentr.)
	Dermal hands appl. (DA(H)):
	 
	mg/person/kg a.s.

	
	 
	% (dilution)
	Dermal body appl. (DA(B)):
	 
	mg/person/kg a.s.

	Inhalation absorption (IA):
	100
	%
	Dermal head appl. (DA(C)):
	 
	mg/person/kg a.s.

	Body weight (BW):
	70
	kg/person
	Inhalation m/l (IM):
	 
	mg/person/kg a.s.

	AOEL
	 
	mg/kg bw/d
	Inhalation appl. (IA):
	 
	mg/person/kg a.s.


Table A 12:
Estimation of operator exposure towards active substance using the German model

	Without PPE
	With PPE

	Operators: Dermal exposure

	Dermal mixing/loading 

	Hands
	Hands

	SDEOM(H) = (DM(H) x AR x A x DA) / BW
	SDEOM(H) = (DM(H) x AR x A x PPE(1) x DA) / BW

	(0 x 0 x 0 x 0%) / 70
	(0 x 0 x 0 x 1 x 0%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose
	 
	mg/kg bw/d
	Absorbed dose
	 
	mg/kg bw/d

	Dermal application 

	Hands
	Hands

	SDEOA(H) = (DA(H) x AR x A x DA) / BW
	SDEOA(H) = (DA(H) x AR x A x PPE * x DA) / BW

	(0 x 0 x 0 x 0%) / 70
	(0 x 0 x 0 x 1 x 0%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose
	 
	mg/kg bw/d
	Absorbed dose
	 
	mg/kg bw/d

	Body
	Body

	SDEOA(B) = (DA(B) x AR x A x DA) / BW
	SDEOA(B) = (DA(B) x AR x A x PPE (2) x DA) / BW

	(0 x 0 x 0 x 0%) / 70
	(0 x 0 x 0 x 1 x 0%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose
	 
	mg/kg bw/d
	Absorbed dose
	 
	mg/kg bw/d

	Head
	Head

	SDEOA(C) = (DA(C) x AR x A x DA) / BW
	SDEOA(C) = (DA(C) x AR x A x PPE(3)  x DA) / BW

	(0 x 0 x 0 x 0%) / 70
	(0 x 0 x 0 x 1 x 0%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose
	 
	mg/kg bw/d
	Absorbed dose
	 
	mg/kg bw/d

	Total systemic dermal exposure: SDEO = SDEOM(H) + SDEOA(H) + SDEOA(B) + SDEOA(C)
	Total systemic dermal exposure: SDEO = SDEOM(H) + SDEOA(H) + SDEOA(B) + SDEOA(C)

	Total dermal external exposure
	 
	mg/person
	Total dermal external exposure
	 
	mg/person

	Total dermal external exposure
	 
	mg/kg bw/d
	Total dermal external exposure
	 
	mg/kg bw/d

	Total dermal absorbed dose
	 
	mg/kg bw/d
	Total dermal absorbed dose
	 
	mg/kg bw/d

	Operators: Inhalation exposure

	Inhalation mixing/loading

	SIEOIM = (IM x AR x A x IA) / BW
	SIEOIM = (IM x AR x A x PPE(4) x IA) / BW

	(0 x 0 x 0 x 100%) / 70
	(0 x 0 x 0 x 1 x 100%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose
	 
	mg/kg bw/d
	Absorbed dose
	 
	mg/kg bw/d

	Inhalation application

	SIEOIA = (IA x AR x A x IA) / BW
	SIEOIA = (IA x AR x A x PPE(4) x IA) / BW

	(0 x 0 x 0 x 100%) / 70
	(0 x 0 x 0 x 1 x 100%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose
	 
	mg/kg bw/d
	Absorbed dose
	 
	mg/kg bw/d

	Total systemic inhalation exposure: SIEO = SIEOM + SIEOA
	Total systemic inhalation exposure: SIEO = SIEOM + SIEOA

	Total inhalation external exposure
	 
	mg/person
	Total inhalation external exposure
	 
	mg/person

	Total inhalation external exposure
	 
	mg/kg bw/d
	Total inhalation external exposure
	 
	mg/kg bw/d

	Total inhalation absorbed dose
	 
	mg/kg bw/d
	Total inhalation absorbed dose
	 
	mg/kg bw/d

	Total systemic exposure: SEO = SDEO + SIEO
	Total systemic exposure: SEO = SDEO + SIEO

	Total systemic exposure (absorbed dose)
	 
	mg/person
	Total systemic exposure (absorbed dose)
	 
	mg/person

	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d
	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d

	% of AOEL
	 
	%
	% of AOEL 
	 
	%


(1) 
reduction factor for gloves is 0.01 (professional appl.) and 0.5 (home/allotment garden appl.), resp.

(2) 
reduction factor for protective garment is 0.05 (professional appl.) and 0.5 (workwear, home/allotment garden appl.), resp.

(3) 
reduction factor for broad brimmed headgear and hood and visor is 0.5 and 0.05, respectively (professional appl.)

(4)
reduction factor for RPE is 0.08 (particle filter) and 0.02 (combined vapour and particle filter), resp. (professional appl.)

Table A 13:
Estimation of operator exposure towards active substance using the UK-POEM

Present tables on the estimation of operator exposure.

A 3.1.2 Calculations for active substance 2
If several active substances are included in the plant protection product, the section above should be repeated for each active substance.

A 3.2 Worker exposure calculations (KCP 7.2.3.1)

A 3.2.1 Calculations for active substance 1
Note: Accepted exposure models and default values used in exposure assessments may vary between zones/member states. It is advised to contact the member states before submission of the application to elucidate the safety level in the concerned area. 

Present tables on the estimate of worker (re-entry) exposure (example added for the German re-entry model). Justify any deviation/refinement of default input parameters.

Table A 14:
Input parameters considered for the estimation of worker exposure

	Intended use(s):
	e.g. cereals
	Dislodgeable foliar residues (DFR):
	1
	µg/cm2/kg a.s.

	Application rate (AR):
	 
	kg a.s./ha
	Transfer coefficient (TC):
	 
	cm2/person/h

	Number of applications (NA):
	1
	 
	Work rate per day (WR):
	8
	h/d

	Body weight (BW):
	70
	kg/person
	PPE
	5
	%

	Dermal absorption (DA):
	 
	% (worst case)
	 
	 
	 

	AOEL
	 
	mg/kg bw/d
	 
	 
	 


Table A 15:
Estimation of worker exposure towards active substance using the German re-entry model

	Without PPE *
	With PPE **

	Worker (re-entry): Dermal exposure after application 

	SDEW = (DFR x TC x WR x AR x NA x DA) / BW
	SDEW = (DFR x TC x WR x AR x NA x PPE x DA) / BW

	(1 x 0 x  8 x 0 x 1 x 0%) / 70
	(1 x 0 x  8 x 0 x 1 x 5% x 0%) / 70

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Total systemic exposure (absorbed dose)
	 
	mg/person
	Total systemic exposure (absorbed dose)
	 
	mg/person

	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d
	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d

	% of AOEL
	 
	%
	% of AOEL 
	 
	%


*
acceptable without PPE: Worker wearing long sleeved shirt, long trousers (“permeable”) but no gloves

** 
acceptable only with PPE: type of PPE 
A 3.2.2 Calculations for active substance 2
If several active substances are included in the plant protection product, the section above should be repeated for each active substance.

A 3.3 Bystander and resident exposure calculations (KCP 7.2.2.1)

A 3.3.1 Calculations for active substance 1
Note: Accepted exposure models and default values used in exposure assessments may vary between zones/member states. It is advised to contact the member states before submission of the application to elucidate the safety level in the concerned area. 

Present tables on the estimate of bystander and resident exposure (example added for the model according to Martin et al., 2008). Justify any deviation/refinement of default input parameters.

Table A 16:
Input parameters considered for the estimation of bystander exposure

	Intended use(s):
	 
	Drift (D):
	 
	 

	Application rate (AR):
	 
	kg a.s./ha
	Exposed Body Surface Area (BSA):
	1
	m² (adults)

	
	
	
	
	0.21
	m² (children)

	Body weight (BW):
	60
	kg/person (adults)
	Specific Inhalation Exposure (I*A):
	 
	mg/kg a.s. (6 hours, adults)

	
	16.15
	kg/person (children)
	
	 
	mg/kg a.s. (6 hours, children)

	Dermal absorption (DA):
	 
	% ('worst case')
	Area Treated (A):
	 
	ha/d (based on )

	Inhalation absorption (IA):
	100
	%
	Exposure duration (T):
	5
	min

	AOEL:
	 
	mg/kg bw/d
	 
	 
	 


Table A 17:
Estimation of bystander exposure towards active substance
	Adults
	Children

	Bystander: Dermal exposure (via spray drift)

	SDEB = (AR x D x BSA x DA) / BW
	SDEB = (AR x D x BSA x DA) / BW

	 (0 x % x 1 x %) / 60
	 (0 x % x 0.21 x %) / 16.15

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose:
	 
	mg/kg bw/d
	Absorbed dose:
	 
	mg/kg bw/d

	Bystander: Inhalation exposure via spray drift)

	SIEB = (I*A x AR x A x T x IA) / BW
	SIEB = (I*A x AR x A x T x IA) / BW

	 (0 / 360 x 0 x 0 x 5 x 100%) / 60
	 (0 / 360 x 0 x 0 x 5 x 100%) / 16.15

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose:
	 
	mg/kg bw/d
	Absorbed dose:
	 
	mg/kg bw/d 

	Total systemic exposure: SEB = SDEB + SIEB
	Total systemic exposure: SEB = SDEB + SIEB

	Total systemic exposure (absorbed dose)
	 
	mg/person
	Total systemic exposure (absorbed dose)
	 
	mg/person

	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d
	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d 

	% of AOEL:
	 
	%
	% of AOEL:
	 
	%


Table A 18:
Input parameters considered for the estimation of resident exposure

	Intended use(s):
	 
	Drift (D):
	 
	 

	Application rate (AR):
	 
	kg a.s./ha
	Transfer coefficient (TC):
	7300
	cm2/h (adults)

	
	
	
	
	2600
	cm2/h (children)

	Number of applications (NA):
	1
	 
	Turf Transferable Residues (TTR):
	5
	%

	Body weight (BW):
	60
	kg/person (adults)
	Exposure Duration (H):
	2
	h

	
	16.15
	kg/person (children)
	Airborne Concentration of Vapour (ACV):
	none
	 

	Dermal absorption (DA):
	 
	% ('worst case')
	Inhalation Rate (IR):
	16.57
	m3/d (adults)

	Inhalation absorption (IA):
	100
	%
	
	8.31
	m3/d (children)

	Oral absorption (OA)
	100
	%
	Saliva Extraction Factor (SE):
	50
	%

	AOEL
	 
	mg/kg bw/d
	Surface Area of Hands (SA):
	20
	cm2

	 
	 
	 
	Frequency of Hand to Mouth (Freq):
	20
	events/h

	 
	 
	 
	Dislodgeable foliar residues (DFR):
	20
	%

	 
	 
	 
	Ingestion Rate for Mouthing of Grass/Day (IgR):
	25
	cm2/d


Table A 19:
Estimation of resident exposure towards active substance
	Adults
	Children

	Residents: Dermal exposure after application (via deposits caused by spray drift)

	SDER = (AR x NA x D x TTR x TC x H x DA) / BW
	SDER = (AR x NA x D x TTR x TC x H x DA) / BW

	 (0 x 1 x % x 5% x 7300 x 2 x %) / 60
	 (0 x 1 x % x 5% x 2600 x 2 x %) / 16.15

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose:
	 
	mg/kg bw/d
	Absorbed dose:
	 
	mg/kg bw/d

	Residents: Inhalation exposure to vapour

	SIER = (ACV x IR x IA) / BW
	SIER = (ACV x IR x IA) / BW

	 (0 x 16.57 x 100%) / 60
	 (0 x 8.31 x 100%) / 16.15

	External exposure
	 
	mg/person
	External exposure
	 
	mg/person

	External exposure
	 
	mg/kg bw/d
	External exposure
	 
	mg/kg bw/d

	Absorbed dose:
	 
	none
	Absorbed dose:
	 
	none

	 
	Residents: Oral exposure (hand-to-mouth transfer)

	
	SOEH = (AR x NA x D x TTR x SE x SA x Freq x H x OA) / BW

	
	 (0 x 1 x % x 5% x 50% x 20 x 20 x 2 x 100%) / 16.15

	
	External exposure
	 
	mg/person

	
	External exposure
	 
	mg/kg bw/d

	
	Absorbed dose
	 
	mg/kg bw/d

	
	Residents: Oral exposure (object-to-mouth transfer)

	
	SOEO = (AR x NA x D x DFR x IgR x OA) / BW

	
	 (0 x 1 x % x 20% x 25 x 100%) / 16.15

	
	External exposure
	 
	mg/person

	
	External exposure
	 
	mg/kg bw/d

	
	Absorbed dose
	 
	mg/kg bw/d

	Total systemic exposure: SER = SDER + SIER
	Total systemic exposure: SER = SDER + SIER + SOEH + SOEO

	Total systemic exposure (absorbed dose)
	 
	mg/person
	Total systemic exposure (absorbed dose)
	 
	mg/person

	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d
	Total systemic exposure (absorbed dose)
	 
	mg/kg bw/d

	% of AOEL:
	 
	%
	% of AOEL:
	 
	%


A 3.3.2 Calculations for active substance 2
If several active substances are included in the plant protection product, the section above should be repeated for each active substance.

A 3.4 Combined exposure calculations for active substance 1 and active substance 2
If several active substances are included in the plant protection product, insert calculations for the combined exposure for operators, workers bystanders/residents, if relevant. 

Appendix 4 Detailed evaluation of exposure and/or DFR studies relied upon (KCP 7.2, KCP 7.2.1.1, KCP 7.2.2.1, KCP 7.2.3.1)

Report only those studies that have not been previously evaluated within a peer reviewed process at EU level (e.g. Annex I inclusion of active substance).
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