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Part III-3: 
Standard Formats for Study Summaries (cont'd)


	Section A6.7

Annex Point IIA6.7
	Carcinogenicity 

Specify section no., heading, route and species as appropriate 
	

	
	
	

	
	1 Reference
	Official
use only

	1.1 Reference
	Author(s), year, title, laboratory name, laboratory report number, report date (if published, list journal name, volume: pages)
If necessary, copy field and enter other reference(s).
	

	1.2 Data protection
	Yes/No

(indicate if data protection is claimed)
	

	1.2.1 Data owner
	Give name of company
	

	1.2.2 Companies with letter of access
	Give name of company/companies which have the right to use these data on behalf of the data owner (see TNsG in support of AnnexVI)
	

	1.2.3 Criteria for data protection
	Choose one of the following criteria (see also TNsG on Product Evaluation) and delete the others:

Data on new [a.s. / b.p.] for [first entry to Annex I/IA / authorisation]
Data submitted to the MS after 13 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data submitted to the MS before 14 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data on existing or new [a.s. / b.p.] to [maintain or vary a.s. Annex I/IA entry / vary conditions of a b.p.'s authorisation]

No data protection claimed
	

	
	2 Guidelines and Quality Assurance
	

	2.1 Guideline study
	Yes/No

(If yes, give guidelines; if no, give justification, e.g. "no guidelines available" or "methods used comparable to guidelines xy")
	

	2.2 GLP
	Yes/No

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

	2.3 Deviations
	Yes/No

(If yes, describe deviations from test guidelines or refer to respective field numbers where these are described, e.g. "see 3.x.y")
	

	
	3 MATERIALS AND MethodS
	

	
	In some fields the values indicated in the EC or OECD test guidelines are given as default values. Adopt, change or delete these default values as appropriate.
	

	3.1 Test material
	As given in section 2

or give name used in study report 
	

	3.1.1 Lot/Batch number
	List lot/batch number if available
	

	3.1.2 Specification
	As given in section 2

Deviating from specification given in section 2 as follows

(describe specification under separate subheadings, such as the following; additional subheadings may be appropriate):
	

	3.1.2.1 Description
	If appropriate, give e.g. colour, physical form (e.g. powder, grain size, particle size/distribution)
	

	3.1.2.2 Purity
	Give purity in % active substance
	

	3.1.2.3 Stability
	Describe stability of test material 
	

	3.2 Test Animals
	Non-entry field
	

	3.2.1 Species
	
	

	3.2.2 Strain
	
	

	3.2.3 Source
	
	

	3.2.4 Sex
	
	

	3.2.5 Age/weight at study initiation
	
	

	3.2.6 Number of animals per group
	
	

	3.2.6.1 at interim sacrifice
	10 animals/group/sex or other
	

	3.2.6.2 at terminal sacrifice
	50 animals/group/sex or other
	

	3.2.7 Control animals
	Yes/No
	

	3.3 Administration/
Exposure
	Oral/Inhalation/dermal/intraperitonea/intravenous/intratracheal

Fill in respective route in the following, delete other routes
	

	3.3.1 Duration of treatment
	mice 78 weeks, rats 104 weeks or other
	

	3.3.2 Interim sacrifice(s)
	after 52 weeks or other
	

	3.3.3 Final sacrifice
	after 78 weeks, 104 weeks or other
	

	3.3.4 Freqency of exposure
	5 days/week, daily or other
	

	3.3.5 Postexposure period 
	14 days, 4 weeks or other
	

	
	Oral
	

	3.3.6 Type
	Gavage/in food/in drinking water
	

	3.3.7 Concentration
	Gavage


mg/kg bw
food, drinking water


ppm + mg/kg bw 
food consumption per day 


ad libitum/certain amount per day
	

	3.3.8 Vehicle
	Moistened with water, aqueous solution, corn oil or other
	

	3.3.9 Concentration in vehicle
	
	

	3.3.10 Total volume applied
	
	

	3.3.11 Controls
	Vehicle, plain diet or other
	

	
	Inhalation
	

	3.3.12 Concentrations
	Nominal concentration 

[mg/m³]
	

	3.3.2 
	Analytical concentration 

[mg/m³]
	

	3.3.13 Particle size
	Only for studies with aerosols

MAAD (mass median aerodynamic diameter) [µm]
+ GSD (geometric standard deviation) [µm]

or other specifications 
	

	3.3.14 Type or preparation of particles
	For studies with particles
	

	3.3.15 Type of exposure
	Whole body or nose/head only
	

	3.3.16 Vehicle
	
	

	3.3.17 Concentration in vehicle
	
	

	3.3.18 Duration of exposure/day
	4h or other
	

	3.3.19 Controls
	sham exposure or other
	

	
	Dermal
	

	3.3.20 Area covered
	10 % of body surface or other
	

	3.3.21 Occlusion
	semiocclusive or other
	

	3.3.22 Vehicle
	
	

	3.3.23 Concentration in vehicle
	
	

	3.3.24 Total volume applied
	
	

	3.3.25 Duration of exposure
	6 h or other
	

	3.3.26 Removal of test substance
	water or solvent

give solvent, detergent
	

	3.3.27 Controls
	solvent or other
	

	
	Intraperitoneal/Intravenous/Intratracheal instillation
	

	3.3.28 Vehicle
	
	

	3.3.29 Concentration in vehicle
	
	

	3.3.30 Total volume applied
	
	

	3.3.31 Controls
	Vehicle or other
	

	3.4 Examinations
	
	

	3.4.1 Body weight
	Yes/No
	

	3.4.2 Food consumption
	Yes/No
	

	3.4.3 Water consumption
	Yes/No
	

	3.4.4 Clinical signs
	Yes/No
	

	3.4.5 Makroskopic investigations
	Palpable masses, skin tumours
	

	3.4.6 Ophthalmoscopic examination
	Yes/No
	

	3.4.7 Haematology
	Yes/No
	
	

	
	Number of animals:
	all animals, 10 animals/sex/group or other
	

	
	Time points:
	After 3, 6, 12, 18, 24 months of treatment, end of study or other
	

	
	Parameters:
	Haematocrit, haemoglobin concentration, erythrocyte count, total and differential leukocyte count, platelet count, clotting time, prothrombin time, thromboplastin time
	

	
	
	Other:
	

	3.4.8 Clinical Chemistry
	
	Yes/No
	

	
	Number of animals:
	All animals, 10 animals/sex/group or other
	

	
	Time points:
	After 3, 6, 12, 18, 24 months of treatment, end of study or other
	

	
	Parameters:
	Sodium, potassium, glucose, total cholesterol, urea, blood urea nitrogen, total bilirubin, creatinine, total protein and albumin, alanine aminotransferase, aspartate amino​transferase, alkaline phosphatase, gamma glutamyl transpeptidase, sorbitol dehydrogenase, methaemoglobin, lipids, hormone (specify hormones), acid/base balance, cholinesterase inhibition.
	

	
	Other
	
	

	3.4.9 Urinalysis
	Yes/No
	
	

	
	Number of animals:
	All animals, 10 animals/sex/group or other
	

	
	Time points:
	After 3, 6, 12, 18, 24 months of treatment, end of study or other
	

	
	Parameters:
	Appearance, volume, osmolality, specific gravity, pH, protein, glucose, blood
	

	
	Other
	
	

	3.4.10 Pathology
	Yes/No
	

	3.4.10.1 Organ Weights
	Yes/No
	
	

	
	from:
	all surviving animals, at interim sacrifice, at terminal sacrifice
	

	
	Organs:
	Liver, kidneys, adrenals, testes, epididymides, uterus, ovaries, thymus, spleen, brain, heart
	

	
	
	Other
	

	3.4.11 Histopathology
	Yes/No
	
	

	
	from:
	all dose groups
	

	
	
	high dose group and controls
	

	
	
	other dose groups, if any effect
	

	
	from:
	all surviving animals
	

	
	
	at interim sacrifice
	

	
	
	at terminal sacrifice
	

	
	Organs:
	Brain, spinal cord, pituitary, thyroid, parathyroid, thymus, oesophagus, salivary glands, stomach, small and large intestines, liver, pancreas, kidneys, adrenals, spleen, heart, trachea, lungs, aorta, gonads, uterus, female mammary gland, prostate, urinary bladder, gall bladder (mouse), lymph node, peripheral nerve, bone marrow, skin, eyes
	

	
	
	Other
	

	3.4.12 Other examinations
	E.g. enzyme induction, cell proliferation, reversibility of effects
	

	3.5 Statistics
	
	

	3.6 Further remarks
	
	

	
	4 Results and Discussion

Describe findings. If appropriate, include  table. Sample tables are given below.
	

	4.1 Body weight
	No effects / describe significant effects referring to data in results table
	

	4.2 Food consumption
	No effects / describe significant effects referring to data in results table
	

	4.3 Water consumption
	No effects / describe significant effects referring to data in results table
	

	4.4 Clinical signs
	No effects / describe significant effects referring to data in results table
	

	4.5 Macroscopic investigations
	No effects / describe significant effects referring to data in results table
	

	4.6 Ophthalmoscopic examination
	No effects / describe significant effects referring to data in results table
	

	4.7 Haematology
	No effects / describe significant effects referring to data in results table
	

	4.8 Clinical Chemistry
	No effects / describe significant effects referring to data in results table
	

	4.9 Urinalysis
	No effects / describe significant effects referring to data in results table
	

	4.10 Pathology
	No effects / describe significant effects referring to data in results table
	

	4.11 Organ Weights
	No effects / describe significant effects referring to data in results table
	

	4.12 Histopathology
	No effects / describe significant effects referring to data in results table
	

	4.13 Other examinations
	No effects / describe significant effects referring to data in results table
	

	4.14 Time to tumours
	For dermal route and skin tumours: give mean time until appearance of tumour or time until appearance of first tumour or other measure 
	

	4.15 Other
	Describe any other significant effects
	

	
	5 Applicant's Summary and conclusion
	

	5.1 Materials and methods
	Give concise description of method; give test guidelines no. and discuss relevant deviations from test guidelines
	

	5.2 Results and discussion
	Summarize relevant results; discuss dose-response relationship.  
	

	5.3 Conclusion
	
	

	5.3.1 Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator 0, 1, 2, 3, or 4
	

	5.3.2 Deficiencies
	No/Yes

(If yes, discuss the impact of deficiencies and implications on results. If relevant, justify acceptability of study.)
	

	
	
	

	
	Evaluation by Competent Authorities
	

	
	Use separate "evaluation boxes" to provide transparency as to the comments and views submitted
	

	
	Evaluation by Rapporteur Member State

	Date
	Give date of action

	Materials and Methods
	State if the applicants version is acceptable or indicate relevant discrepancies referring to the (sub) heading numbers and to applicant’s summary and conclusion.

	Results and discussion
	Adopt applicant's version or include revised version. If necessary, discuss relevant deviations from applicant's view referring to the (sub)heading numbers

	Conclusion
	Other conclusions:

(Adopt applicant's version or include revised version)

	Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator

	Acceptability
	acceptable / not acceptable

(give reasons if necessary, e.g. if a study is considered acceptable despite a poor reliability indicator. Discuss the relevance of deficiencies and indicate if repeat is necessary.)

	Remarks
	

	
	Comments from ...

	Date
	Give date of comments submitted

	Materials and Methods
	Discuss additional relevant discrepancies referring to the (sub)heading numbers and to applicant's summary and conclusion. 
Discuss if deviating from view of rapporteur member state

	Results and discussion
	Discuss if deviating from view of rapporteur member state

	Conclusion
	Discuss if deviating from view of rapporteur member state

	Reliability
	Discuss if deviating from view of rapporteur member state

	Acceptability
	Discuss if deviating from view of rapporteur member state

	Remarks
	

	
	

	Table A6_7-1.
Table for Clinical Chemistry, Haematology and Urinalysis (modify if necessary) 

Use this table, if relevant effects occur and if time sequence is important. Symbols for increases or decreases ((  / () will be sufficient. Give figures or percentages if in doubt.


	affected
	unit
	Controls
	low dose
	medium dose
	high dose

	sex
	parameter
	
	weeks after start of treatment
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	f
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	* p < 0,05

Give only those parameters which are changed in at least one dose group compared to control, 
usually only statistically significant effects.

Depending on number of parameters changed use separate tables for Haematology, Clinical Chemistry and Urinalysis


	Table A6_7-2.
Results of Carcinogenicity study

	Parameter
	control data
	low dose
	medium dose
	high dose
	dose-response + /

	
	historical 
	study 
	
	
	
	

	
	m
	f
	m
	f
	m
	f
	m
	f
	m
	f
	m
	f

	
	If differing numbers of animals are examined,  give number affected/number of animals examined for each individual finding.
	

	Number of animals examined
	
	
	
	
	
	
	
	
	
	
	
	

	Mortality
	
	
	
	
	
	
	
	
	
	
	
	

	clinical signs
	
	
	
	
	
	
	
	
	
	
	
	

	body weight gain
	
	
	
	
	
	
	
	
	
	
	
	

	food consumption
	
	
	
	
	
	
	
	
	
	
	
	

	clinical chemistry
	
	
	
	
	
	
	
	
	
	
	
	

	haematology
	
	
	
	
	
	
	
	
	
	
	
	

	urinalysis
	
	
	
	
	
	
	
	
	
	
	
	

	Overall tumour incidence:
	
	
	
	
	
	
	
	
	
	
	
	

	No. of animals with neoplasms
	
	
	
	
	
	
	
	
	
	
	
	

	No. of animals with benign neoplasms
	
	
	
	
	
	
	
	
	
	
	
	

	No. of animals with malignant neoplasms
	
	
	
	
	
	
	
	
	
	
	
	

	No. of animals with > 1 neoplasm
	
	
	
	
	
	
	
	
	
	
	
	

	Organ a
	
	
	
	
	
	
	
	
	
	
	
	

	tumour a*
	
	
	
	
	
	
	
	
	
	
	
	

	tumour x*
	
	
	
	
	
	
	
	
	
	
	
	

	non-neoplastic changes 
	
	
	
	
	
	
	
	
	
	
	
	

	Organ b
	
	
	
	
	
	
	
	
	
	
	
	

	tumour b*
	
	
	
	
	
	
	
	
	
	
	
	

	tumour x*
	
	
	
	
	
	
	
	
	
	
	
	

	non-neoplastic changes 
	
	
	
	
	
	
	
	
	
	
	
	


*:
specify tumour type
	Section A6.8.1

Annex Point IIA6.8.1
	Teratogenicity Study

Specify section no., heading, route and species as appropriate 
	

	
	
	

	
	6 Reference
	Official
use only

	6.1 Reference
	Author(s), year, title, laboratory name, laboratory report number, report date (if published, list journal name, volume: pages)
If necessary, copy field and enter other reference(s).
	

	6.2 Data protection
	Yes/No

(indicate if data protection is claimed)
	

	6.2.1 Data owner
	Give name of company
	

	6.2.2 Companies with letter of access
	Give name of company/companies which have the right to use these data on behalf of the data owner (see TNsG in support of AnnexVI)
	

	6.2.3 Criteria for data protection
	Choose one of the following criteria (see also TNsG on Product Evaluation in support of AnnexVI) and delete the others:

Data on new [a.s. / b.p.] for [first entry to Annex I/IA / authorisation]
Data submitted to the MS after 13 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data submitted to the MS before 14 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data on existing or new [a.s. / b.p.] to [maintain or vary a.s. Annex I/IA entry / vary conditions of a b.p.'s authorisation]

No data protection claimed
	

	
	7 Guidelines and Quality Assurance
	

	7.1 Guideline study
	Yes/No

(If yes, give guidelines; if no, give justification, e.g. "no guidelines available" or "methods used comparable to guidelines xy")
	

	7.2 GLP
	Yes/No

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

	7.3 Deviations
	Yes/No

(If yes, describe deviations from test guidelines or refer to respective field numbers where these are described, e.g. "see 3.x.y")
	

	
	8 MATERIALS AND MethodS
	

	
	In some fields the values indicated in the EC or OECD test guidelines are given as default values. Adopt, change or delete these default values as appropriate.
	

	8.1 Test material
	As given in section 2

or give name used in study report 
	

	8.1.1 Lot/Batch number
	List lot/batch number if available
	

	8.1.2 Specification
	As given in section 2

Deviating from specification given in section 2 as follows

(describe specification under separate subheadings, such as the following; additional subheadings may be appropriate):
	

	8.1.2.1 Description
	If appropriate, give e.g. colour, physical form (e.g. powder, grain size, particle size/distribution)
	

	8.1.2.2 Purity
	Give purity in % active substance
	

	8.1.2.3 Stability
	Describe stability of test material 
	

	8.2 Test Animals
	Non-entry field
	

	8.2.1 Species
	rabbit, rat or other
	

	8.2.2 Strain
	
	

	8.2.3 Source
	
	

	8.2.4 Sex
	
	

	8.2.5 Age/weight at study initiation
	
	

	8.2.6 Number of animals per group
	20 or other

Give number, specify, if there are differences for example for  treatment and recovery groups
	

	8.2.7 Control animals
	Yes/No
	

	8.2.8 Mating period
	14 days or other
	

	8.3 Administration/
Exposure
	Oral/Inhalation/ intraperitonea

Fill in respective route in the following, delete other routes
	

	8.3.1 Duration of exposure
	
	

	
	rat/mouse:
	day 6-15
	post mating
	

	
	hamster: 
	day 6-14
	post mating
	

	
	rabbit: 
	day 6-18
	post mating
	

	
	or other
	
	
	

	8.3.2 Postexposure period 
	14 days, 4 weeks or other
	

	
	Oral
	

	8.3.3 Type
	Gavage/in food/in drinking water
	

	8.3.4 Concentration
	Gavage


mg/kg bw
food, drinking water


ppm + mg/kg bw 
food consumption per day 


ad libitum/certain amount per day
	

	8.3.5 Vehicle
	Moistened with water, aqueous solution, corn oil or other
	

	8.3.6 Concentration in vehicle
	
	

	8.3.7 Total volume applied
	
	

	8.3.8 Controls
	Vehicle, plain diet or other
	

	
	Inhalation
	

	8.3.9 Concentrations
	Nominal concentration 

[mg/m³]
	

	3.3.3 
	Analytical concentration 

[mg/m³]
	

	8.3.10 Particle size
	Only for studies with aerosols

MAAD (mass median aerodynamic diameter) [µm]
+ GSD (geometric standard deviation) [µm]

or other specifications 
	

	8.3.11 Type or preparation of particles
	For studies with particles
	

	8.3.12 Type of exposure
	Whole body or nose/head only
	

	8.3.13 Vehicle
	
	

	8.3.14 Concentration in vehicle
	
	

	8.3.15 Exposure period / day
	
	

	8.3.16 Controls
	sham exposure or other
	

	
	Intraperitoneal
	

	8.3.17 Vehicle
	
	

	8.3.18 Concentration in vehicle
	
	

	8.3.19 Total volume applied
	
	

	8.3.20 Controls
	Vehicle or other
	

	8.4 Examinations
	
	

	8.4.1 Body weight
	Yes/No
	

	8.4.2 Food consumption
	Yes/No
	

	8.4.3 Clinical signs
	Yes/No
	

	8.4.4 Examination of uterine content
	Gravid uterine weight
	

	
	Number of corpora lutea
	

	
	Number of implantations
	

	
	Or other
	

	8.4.5 Examination of foetuses 
	No entry field
	

	8.4.5.1 General
	Litter Size, Nr. of dead Foetuses, Foetal Weight, Sex Ratio Or Other
	

	8.4.5.2 Skelet
	Yes/No
	

	8.4.5.3 Soft tissue
	Yes/No
	

	8.5 Further remarks
	
	

	
	9 Results and Discussion

Describe findings. If appropriate, include  table. Sample tables are given below.
	

	9.1 Maternal toxic Effects
	No effects / describe significant effects referring to data in results table; give concentrations of test substance resulting in toxic effects if any
	

	9.2 Teratogenic / embryo​toxic effects
	No effects / describe significant effects referring to data in results table
	

	9.3 Other effects
	Describe any other significant effects
	

	
	10 Applicant's Summary and conclusion
	

	10.1 Materials and methods
	Give concise description of method; give test guidelines no. and discuss relevant deviations from test guidelines
	

	10.2 Results and discussion
	Summarize relevant results; discuss dose-response relationship.  
	

	10.3 Conclusion
	
	

	10.3.1 LO(A)EL maternal toxic effects
	Give critical effect and dose/concentration
	

	10.3.2 NO(A)EL maternal toxic effects
	Give dose/concentration, if necessary separately for males and females
	

	10.3.3 LO(A)EL embryotoxic / teratogenic effects 
	Give critical effect and dose/concentration 
	

	10.3.4 NO(A)EL embryotoxic / teratogenic effects
	Give dose/concentration
	

	10.3.5 Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator 0, 1, 2, 3, or 4
	

	10.3.6 Deficiencies
	No/Yes

(If yes, discuss the impact of deficiencies and implications on results. If relevant, justify acceptability of study.)
	

	
	
	

	
	Evaluation by Competent Authorities
	

	
	Use separate "evaluation boxes" to provide transparency as to the comments and views submitted
	

	
	Evaluation by Rapporteur Member State

	Date
	Give date of action

	Materials and Methods
	State if the applicants version is acceptable or indicate relevant discrepancies referring to the (sub) heading numbers and to applicant’s summary and conclusion.

	Results and discussion
	Adopt applicant's version or include revised version. If necessary, discuss relevant deviations from applicant's view referring to the (sub)heading numbers

	Conclusion
	
Other conclusions:

(Adopt applicant's version or include revised version)

	Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator

	Acceptability
	acceptable / not acceptable

(give reasons if necessary, e.g. if a study is considered acceptable despite a poor reliability indicator. Discuss the relevance of deficiencies and indicate if repeat is necessary.)

	Remarks
	

	
	Comments from ...

	Date
	Give date of comments submitted

	Materials and Methods
	Discuss additional relevant discrepancies referring to the (sub)heading numbers and to applicant's summary and conclusion. 
Discuss if deviating from view of rapporteur member state

	Results and discussion
	Discuss if deviating from view of rapporteur member state

	Conclusion
	Discuss if deviating from view of rapporteur member state

	Reliability
	Discuss if deviating from view of rapporteur member state

	Acceptability
	Discuss if deviating from view of rapporteur member state

	Remarks
	

	
	

	Table A6_8-1.
Table for Teratogenic effects (separate data for all dosage groups) 

Maternal effects

Modify if necessary and give historical data if available

	Parameter
	control data
	low dose
	medium dose
	high dose
	dose-response
+ / -

	
	historical 
	study 
	
	
	
	

	Number of dams examined
	
	
	
	
	
	

	Clinical findings during application of test substance
	
	
	
	
	
	

	Mortality of dams 

state %
	
	
	
	
	
	

	Abortions
	
	
	
	
	
	

	Body weight gain

day 0-x, day 0-y, day x-y, day 0-end of test, 
	
	
	
	
	
	

	Food consumption 
	
	
	
	
	
	

	Water consumption

if test substance is applied with drinking water
	
	
	
	
	
	

	Pregnancies 

pregnancy rate or %
	
	
	
	
	
	

	Necropsy findings in dams dead before end of test
	
	
	
	
	
	

	

	Table A6_8-2.
Table for Teratogenic effects (separate data for all dosage groups) 

Litter response (Caesarean section data)

Modify if necessary and give historical data if available

	Parameter
	control data
	low dose
	medium dose
	high dose
	dose-response
+ / -

	
	historical 
	study 
	
	
	
	

	Corpora lutea

state total/number of dams
	
	
	
	
	
	

	Implantations

state total/number of dams
	
	
	
	
	
	

	Resorptions 

state total/number of dams
	
	
	
	
	
	

	total number of fetuses
	
	
	
	
	
	

	pre-implantation loss

state %
	
	
	
	
	
	

	post-implantation loss 

state %
	
	
	
	
	
	

	total number of litters
	
	
	
	
	
	

	fetuses / litter
	
	
	
	
	
	

	live fetuses / litter

state ratio
	
	
	
	
	
	

	dead fetuses / litter

state ratio
	
	
	
	
	
	

	fetus weight (mean)

[g]
	
	
	
	
	
	

	placenta weight (mean) 

[g]
	
	
	
	
	
	

	crown-rump length (mean)

[mm]
	
	
	
	
	
	

	Fetal sex ratio 

[state ratio m/f]
	
	
	
	
	
	

	

	Table A6_8-3.
Table for Teratogenic effects (separate data for all dosage groups) 

Examination of the fetuses

Modify if necessary and give historical data if available

	Parameter
	control data
	low dose
	medium dose
	high dose
	dose-response
+ / -

	
	historical 
	study 
	
	
	
	

	External malformations*
[%]
	
	
	
	
	
	

	External anomalies*
[%]
	
	
	
	
	
	

	Skeletal malformations*
[%]
	
	
	
	
	
	

	Skeletal anomalies*
[%]
	
	
	
	
	
	

	Skeletal variants*
[%]
	
	
	
	
	
	

	Visceral malformations*
[%]
	
	
	
	
	
	

	Visceral anomalies*
[%]
	
	
	
	
	
	

	Variants visceral*
[%]
	
	
	
	
	
	


	Section A6.8.2 

Annex Point IIA6.8.2
	Multigeneration Reproduction Toxicity Study

Specify section no., heading, route and species as appropriate 
	

	
	
	

	
	11 Reference
	Official
use only

	11.1 Reference
	Author(s), year, title, laboratory name, laboratory report number, report date (if published, list journal name, volume: pages)
If necessary, copy field and enter other reference(s).
	

	11.2 Data protection
	Yes/No

(indicate if data protection is claimed)
	

	11.2.1 Data owner
	Give name of company
	

	11.2.2 Companies with letter of access
	Give name of company/companies which have the right to use these data on behalf of the data owner (see TNsG in support of AnnexVI)
	

	11.2.3 Criteria for data protection
	Choose one of the following criteria (see also TNsG on Product Evaluation) and delete the others:

Data on new [a.s. / b.p.] for [first entry to Annex I/IA / authorisation]
Data submitted to the MS after 13 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data submitted to the MS before 14 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data on existing or new [a.s. / b.p.] to [maintain or vary a.s. Annex I/IA entry / vary conditions of a b.p.'s authorisation]

No data protection claimed
	

	
	12 Guidelines and Quality Assurance
	

	12.1 Guideline study
	Yes/No

(If yes, give guidelines; if no, give justification, e.g. "no guidelines available" or "methods used comparable to guidelines xy")
	

	12.2 GLP
	Yes/No

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

	12.3 Deviations
	Yes/No

(If yes, describe deviations from test guidelines or refer to respective field numbers where these are described, e.g. "see 3.x.y")
	

	
	13 MATERIALS AND MethodS
	

	
	In some fields the values indicated in the EC or OECD test guidelines are given as default values. Adopt, change or delete these default values as appropriate.
	

	13.1 Test material
	As given in section 2

Or give name used in study report 
	

	13.1.1 Lot/Batch number
	List lot/batch number if available
	

	13.1.2 Specification
	As given in section 2

Deviating from specification given in section 2 as follows

(describe specification under separate subheadings, such as the following; additional subheadings may be appropriate):
	

	13.1.2.1 Description
	If appropriate, give e.g. colour, physical form (e.g. powder, grain size, particle size/distribution)
	

	13.1.2.2 Purity
	Give purity in % active substance
	

	13.1.2.3 Stability
	Describe stability of test material 
	

	13.2 Test Animals
	Non-entry field
	

	13.2.1 Species
	Mouse / rat

if other, state reason for non standard species
	

	13.2.2 Strain
	
	

	13.2.3 Source
	
	

	13.2.4 Sex
	
	

	13.2.5 Age/weight at study initiation
	
	

	13.2.6 Number of animals per group
	Give number
should be enough to yield 20 pregnant females per group
	

	13.2.7 Mating 
	See table below
	

	13.2.8 Duration of mating
	2 weeks or other
	

	13.2.9 Deviations from standard protocol
	I.e. second mating of parent or F1 generations, standardisation of litter size
	

	13.2.10 Control animals
	Yes/No
	

	13.3 Administration/
Exposure
	Oral/Inhalation

Fill in respective route in the following, delete other routes
	

	13.3.1 Animal assignment to dosage groups
	See table below
	

	13.3.2 Duration of exposure before mating
	10 weeks or other (mice at least 56 days, rats 70 days)
	

	13.3.3 Duration of exposure in general P, F1, F2
males, females
	From beginning of the study until sacrifice of parent, F1, F2-generation
or other
	

	
	Oral
	

	13.3.4 Type
	Gavage/in food/in drinking water
	

	13.3.5 Concentration
	Gavage


mg/kg bw
food, drinking water


ppm + mg/kg bw 
food consumption per day 


ad libitum/certain amount per day
	

	13.3.6 Vehicle
	Moistened with water, aqueous solution, corn oil or other
	

	13.3.7 Concentration in vehicle
	
	

	13.3.8 Total volume applied
	
	

	13.3.9 Controls
	Vehicle, plain diet or other
	

	
	Inhalation
	

	13.3.10 Concentrations
	Nominal concentration 

[mg/m³]
	

	3.3.4 
	Analytical concentration 

[mg/m³]
	

	13.3.11 Particle size
	Only for studies with aerosols

MAAD (mass median aerodynamic diameter) [µm]
+ GSD (geometric standard deviation) [µm]

or other specifications 
	

	13.3.12 Type or preparation of particles
	For studies with particles
	

	13.3.13 Type of exposure
	Whole body or nose/head only
	

	13.3.14 Vehicle
	
	

	13.3.15 Concentration in vehicle
	
	

	13.3.16 Duration of exposure/day
	8 h or other
	

	13.3.17 Frequency of exposure
	5 days per week, daily or other
	

	13.3.18 Controls
	sham exposure or other
	

	13.4 Examinations
	
	

	13.4.1 Clinical signs
	Yes/No
	

	13.4.2 Body weight 
	
	

	13.4.3 Food/water consumption
	
	

	13.4.4 Oestrus cycle
	
	

	13.4.5 Sperm parameters
	testis weight

epididymis weight

enumeration of homogenisation-resistant spermatids in testes and epididymis

enumeration of cauda epididymal sperm reserve

sperm motility

sperm morphology

or other
	

	13.4.6 Offspring
	number and sex of pups

stillbirths

live births

presence of gross anomalies

weight gain

physical or behavioural abnormalities 

or other
	

	13.4.7 Organ weights
P and F1
	Uterus

ovaries

testes

epididymides (total and cauda)

prostate

seminal vesicles

brain

liver

kidneys

spleen

pituitary

thyroid

adrenal glands

known target organs

or other
	

	13.4.8 Histopathology
P and F1
	Vagina

uterus

ovaries

testis

epididymis

seminal vesicle

prostate

coagulating gland

known target organs

or other
	

	13.4.9 Histopathology
F1 not selected for mating, F2
	Vagina

uterus

ovaries

testis

epididymis

seminal vesicle

prostate

coagulating gland

known target organs

or other
	

	13.5 Further remarks
	
	

	
	14 Results and Discussion

Describe findings. If appropriate, include  table. Sample tables are given below.
	

	14.1 Effects 
	Non-entry field
	

	14.1.1 Parent males
	No effects / describe significant effects referring to data in results table
	

	14.1.2 Parent females
	No effects / describe significant effects referring to data in results table
	

	14.1.3 F1 males
	No effects / describe significant effects referring to data in results table
	

	14.1.4 F1 females
	No effects / describe significant effects referring to data in results table
	

	14.1.5 F2 males
	No effects / describe significant effects referring to data in results table
	

	14.1.6 F2 females
	No effects / describe significant effects referring to data in results table
	

	14.2 Other 
	Describe any other significant effects
	

	
	15 Applicant's Summary and conclusion
	

	15.1 Materials and methods
	Give concise description of method; give test guidelines no. and discuss relevant deviations from test guidelines
	

	15.2 Results and discussion
	Summarize relevant results; discuss dose-response relationship.  
	

	15.3 Conclusion
	
	

	15.3.1 LO(A)EL
	Give critical effect and dose/concentration
	

	15.3.1.1 Parent males
	give critical effect and concentration
	

	15.3.1.2 Parent females
	give critical effect and concentration
	

	15.3.1.3 F1 males
	give critical effect and concentration
	

	15.3.1.4 F1 females
	give critical effect and concentration
	

	15.3.1.5 F2 males
	give critical effect and concentration
	

	15.3.1.6 F2 females
	give critical effect and concentration
	

	15.3.2 NO(A)EL
	Non-entry field
	

	15.3.2.1 Parent males
	give concentration
	

	15.3.2.2 Parent females
	give concentration
	

	15.3.2.3 F1 males
	give concentration
	

	15.3.2.4 F1 females
	give concentration
	

	15.3.2.5 F2 males
	give concentration
	

	15.3.2.6 F2 females
	give concentration
	

	15.3.3 Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator 0, 1, 2, 3, or 4
	

	15.3.4 Deficiencies
	No/Yes

(If yes, discuss the impact of deficiencies and implications on results. If relevant, justify acceptability of study.)
	

	
	
	

	
	Evaluation by Competent Authorities
	

	
	Use separate "evaluation boxes" to provide transparency as to the comments and views submitted
	

	
	Evaluation by Rapporteur Member State

	Date
	Give date of action

	Materials and Methods
	State if the applicants version is acceptable or indicate relevant discrepancies referring to the (sub) heading numbers and to applicant’s summary and conclusion.

	Results and discussion
	Adopt applicant's version or include revised version. If necessary, discuss relevant deviations from applicant's view referring to the (sub)heading numbers

	Conclusion
	(Adopt applicant's version or include revised version)

	Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator

	Acceptability
	acceptable / not acceptable

(give reasons if necessary, e.g. if a study is considered acceptable despite a poor reliability indicator. Discuss the relevance of deficiencies and indicate if repeat is necessary.)

	Remarks
	

	
	Comments from ...

	Date
	Give date of comments submitted

	Materials and Methods
	Discuss additional relevant discrepancies referring to the (sub)heading numbers and to applicant's summary and conclusion. 
Discuss if deviating from view of rapporteur member state

	Results and discussion
	Discuss if deviating from view of rapporteur member state

	Conclusion
	Discuss if deviating from view of rapporteur member state

	Reliability
	Discuss if deviating from view of rapporteur member state

	Acceptability
	Discuss if deviating from view of rapporteur member state

	Remarks
	

	
	

	Table A6_8_2-1.
Table for animal assignment for mating (modify as appropriate)

	
	Number of animals

	
	Controls
	Low Dose
	Medium Dose
	High Dose

	Parents
	m
	
	
	
	

	
	f
	
	
	
	

	F1
	m
	
	
	
	

	
	f
	
	
	
	

	
	

	
	

	Table A6_8_2-2.
Table for reproductive toxicity study (modify if appropriate)

If effects are found in one generation, the figures for the other generation(s) should be given as well (as shown as an example for mortality). Give only information on endpoints with effects, delete other endpoints.

	Parameter
	
	control
	low dose
	medium dose
	High dose
	

	
	Genera​tion
	m
	f
	m
	f
	m
	f
	m
	f
	m
	f

	Mortality
	incidence
	P
	
	
	
	
	
	
	
	
	
	

	
	
	F1 
	
	
	
	
	
	
	
	
	
	

	
	
	F2
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	
	

	Food consumption
	% of control
	
	
	
	
	
	
	
	
	
	
	

	Body weight gain
	% of control
	
	
	
	
	
	
	
	
	
	
	

	Clinical Observations
specify effects
	Incidence 
	
	
	
	
	
	
	
	
	
	
	

	Organ weights
	% of control
	
	
	
	
	
	
	
	
	
	
	

	Pathology
	
	
	
	
	
	
	
	
	
	
	
	

	Histopathologic examination

specify effects
	Incidence
	
	
	
	
	
	
	
	
	
	
	

	Reproductive Performance
	
	
	
	
	
	
	
	
	
	
	
	

	Mating index
	
	
	
	
	
	
	
	
	
	
	
	

	Fertility index
	
	
	
	
	
	
	
	
	
	
	
	

	Number of implantation sites
	Mean
	
	
	
	
	
	
	
	
	
	
	

	Duration of pregnancy
	Mean
	
	
	
	
	
	
	
	
	
	
	

	Birth index
	
	
	
	
	
	
	
	
	
	
	
	

	Live birth index
	
	
	
	
	
	
	
	
	
	
	
	

	Gestation index
	
	
	
	
	
	
	
	
	
	
	
	

	Litter size
	Mean
	
	
	
	
	
	
	
	
	
	
	

	Litter weight
	Mean
	
	
	
	
	
	
	
	
	
	
	

	Pup weight
	Mean
	
	
	
	
	
	
	
	
	
	
	

	Sex ratio
	Male/female
	
	
	
	
	
	
	
	
	
	
	

	Survival index
	
	
	
	
	
	
	
	
	
	
	
	

	Viability index
	
	
	
	
	
	
	
	
	
	
	
	

	Lactation index
	
	
	
	
	
	
	
	
	
	
	
	

	Sperm characterization
	
	
	
	
	
	
	
	
	
	
	
	

	Number
	% of control
	
	
	
	
	
	
	
	
	
	
	

	Deformations 
	% of control
	
	
	
	
	
	
	
	
	
	
	


	Section A6.9

Annex Point IIA6.9
	Delayed Neurotoxicity

	

	
	
	

	
	16 Reference
	Official
use only

	16.1 Reference
	Author(s), year, title, laboratory name, laboratory report number, report date (if published, list journal name, volume: pages)
If necessary, copy field and enter other reference(s).
	

	16.2 Data protection
	Yes/No

(indicate if data protection is claimed)
	

	16.2.1 Data owner
	Give name of company
	

	16.2.2 Companies with letter of access
	Give name of company/companies which have the  right to use these data on behalf of the data owner (see TNsG in support of AnnexVI)
	

	16.2.3 Criteria for data protection
	Choose one of the following criteria (see also TNsG on Product Evaluation) and delete the others:

Data on new [a.s. / b.p.] for [first entry to Annex I/IA / authorisation]
Data submitted to the MS after 13 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data submitted to the MS before 14 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data on existing or new [a.s. / b.p.] to [maintain or vary a.s. Annex I/IA entry / vary conditions of a b.p.'s authorisation]

No data protection claimed
	

	
	17 Guidelines and Quality Assurance
	

	17.1 Guideline study
	Yes/No

(If yes, give guidelines; if no, give justification, e.g. "no guidelines available" or "methods used comparable to guidelines xy")
	

	17.2 GLP
	Yes/No

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

	17.3 Deviations
	Yes/No

(If yes, describe deviations from test guidelines or refer to respective field numbers where these are described, e.g. "see 3.x.y")
	

	
	18 MATERIALS AND MethodS
	

	
	In some fields the values indicated in the EC or OECD test guidelines are given as default values. Adopt, change or delete these default values as appropriate.
	

	18.1 Test material
	As given in section 2

or give name used in study report 
	

	18.1.1 Lot/Batch number
	List lot/batch number if available
	

	18.1.2 Specification
	As given in section 2

Deviating from specification given in section 2 as follows

(describe specification under separate subheadings, such as the following; additional subheadings may be appropriate):
	

	18.1.2.1 Description
	If appropriate, give e.g. colour, physical form (e.g. powder, grain size, particle size/distribution)
	

	18.1.2.2 Purity
	Give purity in % of active substance
	

	18.1.2.3 Stability
	Describe stability of test material 
	

	18.2 Reference Substance (positive control)
	TOCP = tris‑ocresyl-phosphate (CAS # 78-30-8)


	

	18.3 Test Animals
	Non-entry field
	

	18.3.1 Species
	Domestic Laying Hen (gallus gallus domesticus)
	

	18.3.2 Strain
	Standard size and breed recommended
	

	18.3.3 Source
	
	

	18.3.4 Sex
	
	

	18.3.5 Rearing conditions
	As the test relies partly on effects on the mobility of the test animals, rearing conditions should permit free mobility
	

	18.3.6 Age/weight at study initiation
	Young adults (age 8 – 12 months) recommended
	

	18.3.7 Number of animals per group
	Give number per treatment and vehicle group

Minimum 12 animals each per treatment and vehicle control group: 
3 animals each at 2 time points for biochemical determinations 
6 animals for necropsy after 21 days

Minimum for positive control group 9 animals: 
3 animals for biochemical determinations
6 animals for necropsy after 21 days
	

	18.3.8 Control animals
	Yes/No
	

	18.4 Administration
	oral by gavage or other
	

	18.4.1 Exposure
	Single dose, administration once daily for 28 days or other
	

	18.4.2 Dose Levels
	One positive control and one vehicle group plus one treatment group
	

	18.4.3 Vehicle
	water recommended, gelatine capsules
give justification, if not water 
	

	18.4.4 Concentration in vehicle
	


mg/kg bw 
	

	18.4.5 Total volume applied
	
	

	18.4.6 Postexposure period 
	14 days or other
	

	18.4.7 Anticholinergic substances used
	Specify substance used for protecting test animals against acute cholinergic effects, if applicable, state concentration [mg/kg b.w.]
	

	18.4.8 Controls
	Vehicle or other
	

	18.5 Examinations
	
	

	18.5.1 Body Weight
	weighing before application and after application in weekly intervals
	

	18.5.2 Signs of Toxicity
	behaviour abnormalities with special respect to 

Ataxia (measured on a scale with at least four levels)

Paralysis

effects observed in a period of forced motor activity (such as ladder climbing) in the hens selected for pathology. These hens should be observed in that way at least twice a week.
	

	18.5.3 Observation schedule 
	acute exposure: 
several times during the first two days and thereafter at least once daily 
or other

repeated dose:
daily observation until 14 days after the last dose or other
	

	18.5.4 Clinical Chemistry
	Yes/No
	

	
	Number of animals:
	All animals or other
	

	
	Time points:
	24h and 48h (test and control group) / 
24h (positive control group) after dosing recommended
	

	
	Parameters:
	NTE (Neuropathy Target Esterase) activity in

· brain

· lumbar spinal cord

· sciatic nerve (optional)

AChE (Acetylcholine Esterase) activity in these tissues (optional)
	

	
	
	Or other
	

	18.5.5 Pathology
	Yes/No
	

	
	Organs:
	brain and spinal cord or other 
	

	18.5.6 Histopathology
	Yes/No
	
	

	
	Organs:
	neural tissue (cerebellum, medulla oblongata, spinal cord and peripheral nerves as tibial and sciatic nerve) 
	

	
	
	or other
	

	18.6 Further remarks
	
	

	
	19 Results and Discussion

(If appropriate, include table. Sample tables are given below.
	

	19.1 Body Weight
	No effects / describe significant effects referring to data in results table
	

	19.2 Clinical signs of toxicity
	No effects / describe significant effects referring to data in results table

state time of onset, type, severity, duration and reversibility of behaviour abnormalities with special respect to:

Ataxia (measured on a scale with at least four levels)

Paralysis

Givel toxic effects observed in a period of forced motor activity (such as ladder climbing) in the hens selected for pathology. 

Deaths or killings of moribund animals
	

	19.3 Clinical Chemistry
	No effects / describe significant effects referring to data in results table
	

	19.4 Pathology
	No effects / describe significant effects referring to data in results table
	

	19.5 Histopathology
	No effects / describe significant effects referring to data in results table
	

	19.6 Other
	Describe any other significant effects
	

	
	20 Applicant's Summary and conclusion
	

	20.1 Materials and methods
	Give concise description of method; give test guidelines no. and discuss relevant deviations from test guidelines
	

	20.2 Results and discussion
	Summarize relevant results; discuss dose-response relationship.  
	

	20.3 Conclusion
	
	

	20.3.1 LOAEL
	give critical effect and value
	

	20.3.2 NOAEL
	give value
	

	20.3.3 Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator 0, 1, 2, 3, or 4
	

	20.3.4 Deficiencies
	No/Yes

(If yes, discuss the impact of deficiencies and implications on results. If relevant, justify acceptability of study.)
	

	
	
	

	
	Evaluation by Competent Authorities
	

	
	Use separate "evaluation boxes" to provide transparency as to the comments and views submitted
	

	
	Evaluation by Rapporteur Member State

	Date
	Give date of action

	Materials and Methods
	State if the applicants version is acceptable or indicate relevant discrepancies referring to the (sub) heading numbers and to applicant’s summary and conclusion.

	Results and discussion
	Adopt applicant's version or include revised version. If necessary, discuss relevant deviations from applicant's view referring to the (sub)heading numbers

	Conclusion
	(Adopt applicant's version or include revised version)

	Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator

	Acceptability
	acceptable / not acceptable

(give reasons if necessary, e.g. if a study is considered acceptable despite a poor reliability indicator. Discuss the relevance of deficiencies and indicate if repeat is necessary.)

	Remarks
	

	
	Comments from ...

	Date
	Give date of comments submitted

	Materials and Methods
	Discuss additional relevant discrepancies referring to the (sub)heading numbers and to applicant's summary and conclusion. 
Discuss if deviating from view of rapporteur member state

	Results and discussion
	Discuss if deviating from view of rapporteur member state

	Conclusion
	Discuss if deviating from view of rapporteur member state

	Reliability
	Discuss if deviating from view of rapporteur member state

	Acceptability
	Discuss if deviating from view of rapporteur member state

	Remarks
	

	
	

	Table A6.9-1.
Table for delayed neurotoxicity (modify if necessary)

Specify lesions and effects in type and severity, if any

	
	vehicle control
	low dose
	mid dose
	high dose
	positive control

	Number of animals at the start
	N
	N
	N
	N
	N

	
	Give number of animals affected / percentage of animals affected

	Deaths
	X
	x %
	X
	x %
	X
	x %
	X
	x %
	X
	x %

	Showing lesions 
	X
	x %
	X
	x %
	X
	x %
	X
	x %
	X
	x %

	Showing effects in
	behaviour
	X
	x %
	X
	x %
	X
	x %
	X
	x %
	X
	x %

	
	biochemistry
	X
	x %
	X
	x %
	X
	x %
	X
	x %
	X
	x %

	Showing other effect, state other effect
	X
	x %
	X
	x %
	X
	x %
	X
	x %
	X
	x %
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	21 Reference
	Official
use only

	21.1 Reference
	Author(s), year, title, laboratory name, laboratory report number, report date (if published, list journal name, volume: pages)
If necessary, copy field and enter other reference(s).
	

	
	22 Guidelines and Quality Assurance
(not applicable)
	

	
	23 MATERIALS AND MethodS
	

	23.1 Substance
	Give any available information on substance/product, such as identity, physical form (e.g. powder, grain size, particle size/distribution), purity
	

	23.2 Persons exposed
	
	

	23.2.1 Sex
	
	

	23.2.2 Age/weight 
	
	

	23.2.3 Known Diseases 
	State if any; state, if healthy
	

	23.2.4 Number of persons 
	
	

	23.2.5 Other information
	
	

	23.3 Exposure
	Oral/Inhalation/Dermal

Indicate respective route, delete other routes
	

	23.3.1 Reason of exposure
	occupational, accidental, abuse, attempted suicide
	

	23.3.2 Frequency of exposure
	Single/multiple

specify frequency
	

	23.3.3 Overall time period of exposure
	if applicable
	

	23.3.4 Duration of single exposure
	if applicable
	

	23.3.5 Exposure concentration/dose
	measured, estimated, not available

give all available information
	

	23.3.6 Other information
	
	

	23.4 Examinations
	give type of examination and time after exposure for each examination


	

	23.5 Treatment
	give any available information on the medical treatment of intoxicated persons
	

	23.6 Remarks
	
	

	
	24 Results

Describe findings. If appropriate, include  table.
	

	24.1 Clinical Signs
	Describe any relevant effects observed
	

	24.2 Results of examinations
	Describe the results of e.g. clinical chemistry, blood analysis and urinalysis
	

	24.3 Effectivity of medical treatment
	
	

	24.4 Outcome
	Describe outcome / manifestation of symptoms / disease
	

	24.5 Other
	Describe any other significant observations
	

	
	25 Applicant's Summary and conclusion
	

	25.1 Materials and methods
	Briefly describe circumstances
	

	25.2 Results and discussion
	Summarize relevant results
	

	25.3 Conclusion
	Give general conclusions
	

	
	
	

	
	Evaluation by Competent Authorities
	

	
	Use separate "evaluation boxes" to provide transparency as to the comments and views submitted
	

	
	Evaluation by Rapporteur Member State

	Date
	Give date of action

	Materials and Methods
	State if the applicants version is acceptable or indicate relevant discrepancies referring to the (sub) heading numbers and to applicant’s summary and conclusion.

	Results and discussion 
	Adopt applicant's version or include revised version. If necessary, discuss relevant deviations from applicant's view referring to the (sub)heading numbers

	Conclusion
	Adopt applicant's version or include revised version

	Remarks
	

	
	Comments from ... (specify)

	Date
	Give date of comments submitted

	Materials and Methods
	Discuss if deviating from view of rapporteur member state

	Results and discussion
	Discuss if deviating from view of rapporteur member state

	Conclusion
	Discuss if deviating from view of rapporteur member state

	Remarks
	


	Section A6.12.4

Annex Point IIA6.12.4
	Epidemiological Study 
state type of study (cohort study, case control ~, cross-sectional ~)
	

	
	
	

	
	26 Reference
	Official
use only

	26.1 Reference
	Author(s), year, title, laboratory name, laboratory report number, report date (if published, list journal name, volume: pages)
If necessary, copy field and enter other reference(s).
	

	26.2 Data protection
	Yes/No

(indicate if data protection is claimed)
	

	26.2.1 Data owner
	Give name of company
	

	26.2.2 Companies with letter of access
	Give name of company/companies which have the  right to use these data on behalf of the data owner (see TNsG in support of AnnexVI)
	

	26.2.3 Criteria for data protection
	Choose one of the following criteria (see also TnsGon Product Evaluation) and delete the others:

Data on new [a.s. / b.p.] for [first entry to Annex I/IA / authorisation]
Data submitted to the MS after 13 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data submitted to the MS before 14 May 2000 on existing [a.s. / b.p.] for the purpose of  its [entry into Annex I/IA / authorisation]
Data on existing or new [a.s. / b.p.] to [maintain or vary a.s. Annex I/IA entry / vary conditions of a b.p.'s authorisation]

No data protection claimed
	

	
	27 Guidelines and Quality Assurance

Not applicable
	

	
	28 MATERIALS AND MethodS
	

	28.1 Test material
	As given in section 2

or give name used in study report 
	

	28.1.1 Lot/Batch number
	List lot/batch number if available
	

	28.1.2 Specification
	As given in section 2

Deviating from specification given in section 2 as follows

(describe specification under separate subheadings, such as the following; additional subheadings may be appropriate):
	

	28.1.2.1 Description
	If appropriate, give e.g. colour, physical form (e.g. powder, grain size, particle size/distribution)
	

	28.1.2.2 Purity
	Give purity in % of active substance
	

	28.1.2.3 Stability
	Describe stability of test material 
	

	28.2 Type of study
	Cohort study
Case control study
Cross-sectional study
Or other
	

	28.3 Method of data collection
	Interviewer

(State if blind)

Self administered questionnaire

Record review

Or other (specify)
	

	28.4 Test Persons / Study Population
	Non-entry field
	

	28.4.1 Selection criteria 
	cohort study and cross sectional study:

give population exposed, e.g. workers at company producing compound under consideration
if available: special exposure situations/workplaces analysed

case-control-study: 

give selection criteria for cases (source of cases)

specify 
type of disease
diagnostic procedure
disease incident or prevalent
	

	28.4.2 Number of test persons per group/cohort size
	Give number
specify, if there are differences for example for  treatment and recovery groups
	

	28.4.3 Sex
	
	

	28.4.4 Age
	
	

	28.4.5 Diseases 
	State if any; state, if healthy
	

	28.4.6 Smoking status
	smokers or non-smokers
	

	28.5 Controls
	Yes/No
	

	28.5.1 Type of control
	cohort or cross-sectional study:

National population of ………….
Regional population of …………..

Company with different exposure: ………………………
Persons from the same company not exposed: (give type of work)

case-control-study:

selection criteria (type of disease)
matching criteria (sex, age, smoking habits)
	

	28.5.2 Number of test persons per group/cohort size
	Give number
specify number of matched persons per case 
	

	28.5.3 Sex
	
	

	28.5.4 Age
	
	

	28.5.5 Diseases 
	State if any; state, if healthy
	

	28.5.6 Smoking status
	smokers or non-smokers
	

	28.6 Administration/
Exposure
	No Entry field
	

	28.6.1 Exposure Route
	Oral/Inhalation/Dermal/Combined/ Or other
	

	28.6.2 Exposure Situation
	Workplace or other; specify if other

If workplace specify exposure conditions, e.g.emptying, filling, cleaning, transferring, packaging, maintenance or other
	

	28.6.3 Exposure concentration(s)
	Information available / information not available

Measured / estimated for all considered chemicals
	

	28.6.4 Method(s) to determine exposure 
	Give a short description of the analytical method(s) including limit of detection, delete unused lines

Area air sampling

material sampling

personal sampling

exposure pads

Or other
	

	28.6.5 Postexposure period 
	State period of time elapsed between last exposure / first examination or last exposure / last examination respectively
	

	28.7 Examinations
	No Entry field
	

	28.7.1 Type of disease
	Specify disease and tumour sites
give ICD-Numbers (and Number of ICD-Revision)
	

	28.7.2 Parameters
	E.g. hematology, lung function
	

	28.8 Further remarks
	
	

	
	29 Results and Discussion

Describe findings. If appropriate, include  table. Sample tables are given below.
	

	29.1 Exposure
	
	

	29.1.1.1 Number of measurements
	
	

	29.1.1.2 Average concentrations 
	arithmetic, geometric mean or median

and/or 95-Percentile
	

	29.1.1.3 Standard deviation
	
	

	29.1.1.4 Date(s) of measurement(s)
	
	

	29.1.2 Other
	
	

	29.2 Number of cases for each disease / parameter under consideration
	No effects / describe significant effects referring to data in results table including confidence intervals
	

	29.3 SMR (Standard mortality ratio), RR (relative risk), OR (Odds ratio)
	No effects / describe significant effects referring to data in results table including confidence intervals
	

	29.4 Other Observations
	Describe any other significant effects
	

	
	30 Applicant's Summary and conclusion
	

	30.1 Materials and methods
	Give concise description of method
	

	30.2 Results and discussion
	Summarize relevant results 
	

	30.3 Conclusion
	
	

	30.3.1 Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator 0, 1, 2, 3, or 4
	

	30.3.2 Validity
	Discuss critical points i.e.: bias / confounding (especially smoking) / study size /quality of exposure measurements /duration of exposure / latency
	

	30.3.3 Deficiencies
	No/Yes

(If yes, discuss the impact of deficiencies and implications on results. If relevant, justify acceptability of study.)
	

	30.4 Other
	
	

	
	
	

	
	Evaluation by Competent Authorities
	

	
	Use separate "evaluation boxes" to provide transparency as to the comments and views submitted
	

	
	Evaluation by Rapporteur Member State

	Date
	Give date of action

	Materials and Methods
	State if the applicants version is acceptable or indicate relevant discrepancies referring to the (sub) heading numbers and to applicant’s summary and conclusion.

	Results and discussion
	Adopt applicant's version or include revised version. If necessary, discuss relevant deviations from applicant's view referring to the (sub)heading numbers

	Conclusion
	Adopt applicant's version or include revised version

	Reliability
	Based on the assessment of materials and methods include appropriate reliability indicator

	Acceptability
	acceptable / not acceptable

(give reasons if necessary, e.g. if a study is considered acceptable despite a poor reliability indicator. Discuss the relevance of deficiencies and indicate if repeat is necessary.)

	Remarks
	

	
	Comments from ...

	Date
	Give date of comments submitted

	Materials and Methods
	Discuss additional relevant discrepancies referring to the (sub)heading numbers and to applicant's summary and conclusion. 
Discuss if deviating from view of rapporteur member state

	Results and discussion
	Discuss if deviating from view of rapporteur member state

	Conclusion
	Discuss if deviating from view of rapporteur member state

	Reliability
	Discuss if deviating from view of rapporteur member state

	Acceptability
	Discuss if deviating from view of rapporteur member state

	Remarks
	

	
	

	Table A6_12_4-1.
Results of epidemiological study: 
Concentration dependency (modify if necessary)

	
	Disease A
	Disease B
	Disease C

	Exposure
	observed cases
	SMR
	CI
	observed cases
	SMR
	CI
	observed cases
	SMR
	CI

	low 
	concentration
	
	
	
	
	
	
	
	
	

	medium 
	
	
	
	
	
	
	
	
	
	

	high
	
	
	
	
	
	
	
	
	
	

	total
	
	
	
	
	
	
	
	
	

	duration:
	< x years
	
	
	
	
	
	
	
	
	

	
	> x years
	
	
	
	
	
	
	
	
	

	x
	.. years since first exposure
	
	
	
	
	
	
	
	
	

	y
	
	
	
	
	
	
	
	
	
	

	z
	
	
	
	
	
	
	
	
	
	

	                 


	Section 6.15.4

Annex Point IIIA-XI.1.7
	Proposed acceptable residues and the justification of their acceptability 
	

	
	
	

	International organization of country
	Commodity
	MRL (mg/kg)
	Residue definition
	Official
use only

	EU
	
	
	
	

	EU member state
	
	
	
	

	UK
	Meat
	10 mg/kg
	A.s.
	

	
	
	
	
	

	Other OECD country
	
	
	
	

	USA
	Dried egg
	30 mg/kg
	A.s. and main metabolite
	

	
	
	
	
	

	Exporting country
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