Scientific and technical guidance for the preparation and presentation of the application for authorisation of a health claim: format for applications: part 1-4

Scientific and technical guidance for the preparation and presentation of the application for authorisation of a health claim: format for applications: part 1-4

FORMAT FOR APPLICATIONS
Part 1 – 4 

of the
SCIENTIFIC AND TECHNICAL GUIDANCE FOR THE PREPARATION AND PRESENTATION OF THE APPLICATION FOR AUTHORISATION OF A HEALTH CLAIM (Request N° EFSA-Q-2007-066)
PART 1: ADMINISTRATIVE AND TECHNICAL DATA

1.1
Comprehensive table of contents of the application

1.2 
Application form

Please use the application form provided in Appendix A.

1.3 
General information

1.3.1 
Applicant

1.3.1.1
Provide the name and address of the company or organisation
     
1.3.1.2
Indicate the contact person
 authorised to communicate with EFSA on behalf of the applicant
     
1.3.2 
Nature of the application

1.3.2.1
Application for authorisation of a health claim pursuant to Article 14 of the Regulation

Indicate whether it is a disease risk reduction claim   FORMCHECKBOX 
 yes

If yes, please specify the health claim:

     
Indicate whether it is referring to children’s development and health   FORMCHECKBOX 
  yes

If yes, please specify the health claim:

     
State whether it includes proprietary data   FORMCHECKBOX 
  yes 


If yes, please specify and locate the related Part in the application, section and page number:
     

Please provide verifiable justification/declaration:

     

State whether it includes confidential data   FORMCHECKBOX 
  yes

If yes, please specify & locate the related Part in the application, section and page number:

     

Please provide verifiable justification/declaration:
     
1.3.2.2
Application for authorisation of a health claim pursuant to Article 13(5) of the Regulation

Indicate whether it is based on newly developed scientific evidence   FORMCHECKBOX 
 yes

If yes, please specify the health claim:

     
State whether it includes a request for the protection of proprietary data proprietary data   FORMCHECKBOX 
  yes 


If yes, please specify the health claim and locate the related Part in the application, section and page number:
     

Please provide verifiable justification/declaration:

     

State whether it includes confidential data   FORMCHECKBOX 
  yes

If yes, please specify & locate the related Part in the application, section and page number:

     

Please provide verifiable justification/declaration:

     
1.3.3
National and international regulatory status

Indicate whether this health claim or a similar one has been scientifically evaluated, either within or outside the European Union. If so, provide a copy of the scientific evaluation.
If this health claim or a similar one has been submitted by the applicant  to any regulatory body for health claim authorisation, either within or outside the European Union, please indicate the status of the evaluation of such health claim by each regulatory body (if more than one), as appropriate:

 FORMCHECKBOX 

Under consideration


Provide the wording of the claim submitted, the date of submission, the formulation and specify the food/constituent for which the claim has been submitted. Indicate the name of the regulatory body for health claim authorisation dealing with the application.
     
 FORMCHECKBOX 

Approved

Provide the wording of the claim approved, the date of approval, the formulation and specify the food/constituent for which the claim has been approved. Indicate the name of the regulatory body for health claim authorisation.
     
If available, provide a copy of the scientific opinion of the regulatory body authorising the health claim (in Part 5, Section 5.4). 
 FORMCHECKBOX 

Rejected

Provide the wording of the claim which was rejected, the date of rejection and the reasons for rejection. Indicate the name of the regulatory body for health claim authorisation which rejected the health claim.
     
If available, provide a copy of the scientific opinion of the regulatory body rejecting the health claim (in Part 5, Section 5.4).
 FORMCHECKBOX 

Withdrawn

Provide the wording of the claim that was withdrawn, the date of submission, date of withdrawal and the reason for withdrawal. Indicate the name of the regulatory body for health claim authorisation at the time of withdrawal.
     
1.4
Health claim particulars

1.4.1
Specify the food/constituent for which a health claim is made
     
1.4.2 Describe the relationship between the food/constituent and the claimed effect
     
1.4.3
Provide a proposal for the wording of the health claim for which authorisation is sought

The proposed wording should be in English (For language requirement, please refer to the available administrative guidance
).
     
1.4.4
Specific conditions of use: 
1.4.4.1
Specify the target population for the intended health claim and provide a rationale

Cross references should be given for the scientific data provided in Parts 3 and 4 (i.e. the specific study group(s) in which the evidence was obtained is representative of the target population for which the claim is intended).
     
1.4.4.2
Indicate the quantity of the food/constituent and pattern of consumption required to obtain the claimed effect, and whether this quantity could reasonably be consumed as part of a balanced diet. 


Provide a rationale, with cross-referencing to the scientific data provided in Parts 3 and 4 (i.e. claimed effect observed with the amount of food/constituent and pattern of consumption proposed).
     
1.4.4.3
Provide, where appropriate, a statement addressed to the category(ies) of population who should avoid using the food/constituent for which the health claim is made, and include the rationale.
     
1.4.4.4
Specify, where applicable, the warning for food/constituent that is likely to present a health risk if consumed to excess, and provide a rationale.
     
1.4.4.5
Specify, where applicable, other restrictions of use, and provide a rationale.
     
1.4.4.6
Specify, where applicable, directions for preparation and/or use.
     
1.5
Summary of the application


Please use the form provided in Appendix B.

1.6
References

References quoted under Part 1 should be given here (alphabetical order of first authors).
     

PART 2: FOOD/CONSTITUENT CHARACTERISTICS
2.1
Food constituent 

Characterise the food constituent (e.g. the nutrient or other substance, or a combination of nutrients/other substances) for which the health claim is made. For food or category of food, go directly to Part 2, Section 2.2. 

2.1.1 
Name and characteristics

The source and specifications (e.g. physical and chemical properties, composition, and where applicable microbiological constituents) of the food constituent for which the health claim is made should be provided.
The variability from batch to batch should be addressed. 

Analytical methods applied should be scientifically sound and standardised to ensure quality and consistency of the data. 

Measurements should be performed in a competent laboratory that can certify the data. Whenever a quality system is in place for control/documentation (e.g.: GLP, ISO17025), please indicate the system.
     
2.1.2
Manufacturing process


Where applicable, provide a brief overview, and if the production follows a quality system (e.g. GMP) please indicate the system.
     
2.1.3
Stability information

Where applicable, provide a brief summary of the studies undertaken (e.g. conditions, batches, analytical procedures) and of the results and conclusions of the stability studies. Conclusions with respect to storage conditions and shelf-life should be given.
     
2.1.4
Bioavailability data

Where applicable, provide the relevant data and rationale that the constituent for which the health claim is made is in a form that is available to be used by the human body (e.g.: absorption studies). 
If absorption is not necessary to produce the claimed effect (e.g.: plant sterols, fibres, lactic acid bacteria), please provide the relevant data and rationale that the constituent reaches the target site.

Data on any factors (e.g.: formulation, processing) that could affect the absorption or utilisation in the body of the constituent for which the health claim is made should be provided, if available.
     
2.2
Food or category of food
The food or category of food for which the health claim is made should be described.
2.2.1
Name and composition 
A brief description of the food or food category, including characterisation of the food matrix and the overall composition including the nutrient content of the food, should be provided.
The source and specifications of the food or food category for which the health claim is made should be provided, and in particular, the content of the constituent(s) related to the health claim.

The variability from batch to batch should be addressed. 

Analytical methods applied should be scientifically sound and standardised to ensure quality and consistency of the data. 

Measurements should be performed in a competent laboratory that can certify the data. Whenever a quality system is in place for control/documentation (e.g.: GLP, ISO17025), please indicate the system.
     
2.2.2
Manufacturing process 

Where applicable, provide a brief overview, and if the production follows a quality system (e.g. GMP) please indicate the system.
     
2.2.3
Stability information

Where applicable, provide a brief summary of the studies undertaken (e.g. conditions, batches, analytical procedures) and of the results and conclusions of the stability studies. Conclusions with respect to storage conditions and shelf-life should be given.
     
2.2.4
Bioavailability data

Where applicable provide the relevant data and rationale that the constituent related to the health claim is in a form that is available to be used by the human body (e.g.: absorption studies). 
If absorption is not necessary to produce the claimed effect (e.g.: plant sterols, fibres, lactic acid bacteria), please provide the relevant data and rationale that the constituent related to the health claim reaches the target site.

Data on any factors (e.g.: formulation, processing, other constituents of the food) that could affect the absorption or utilisation in the body of the constituent related to the health claim should be provided, if available.
     
2.3
References

References quoted under Part 2 should be given here (alphabetical order of first authors).

     
PART 3: OVERALL SUMMARY OF PERTINENT SCIENTIFIC DATA

The overall summary follows the scope and the outline of the body of scientific data identified in Part 4. Provide the information in the following order: 

3.1
Tabulated summary of all pertinent studies identified 

Use the form provided under Appendix C.
3.2
Tabulated summary of data from pertinent human studies
Use the form provided under Appendix D for human intervention studies and the form provided under Appendix E for human observational studies.
3.3
Written summary of data from pertinent human studies 
The scope of this section is to clarify to which extent the relationship between the food/constituent and the claimed effect is supported by the totality of human data identified as pertinent to the health claim in Part 4 (Section 4.2.1) of the application and summarised in section 3.2. Cross-references to pertinent human studies (intervention or observational) should be given, when and as appropriate in this section. See Appendix F for guidance.
     
3.4
Written summary of data from pertinent non-human studies 
This section should address how, and to which extent, the pertinent non-human studies (resulting from Part 4, Section 4.2.2) identified or performed may help to support the relationship between the food/constituent and the claimed effect in humans (e.g.: bioavailability, mechanisms of action).
     
3.5
Overall conclusions

By taking into account the totality of the data (including evidence in favour and not in favour) and by weighing the evidence, the overall conclusions should clearly define to which extent:  

(a) 
the claimed effect of the food/constituent is relevant for human health,
     
(b) 
a cause and effect relationship is established between the consumption of the food/constituent and the claimed effect in humans (such as: the strength, consistency, specificity, dose-response, and biological plausibility of the relationship),
     
(c) 
the quantity of the food/constituent and pattern of consumption required to obtain the claimed effect could reasonably be consumed as part of a balanced diet,
     
(d) the specific study group(s) in which the evidence was obtained is representative of the target population for which the claim is intended.
     
PART 4: BODY OF PERTINENT SCIENTIFIC DATA IDENTIFIED

Part 4 contains all pertinent scientific data which form the basis for substantiation of the health claim.

4.1
Identification of pertinent scientific data
Pertinent data means all human and non-human studies, published or unpublished, that are relevant for the substantiation of health claim applied for, i.e. addressing the relationship between the food/constituent and the claimed effect, including data in favour and data not in favour of such relationship. Pertinent published human data should be identified through a comprehensive review.
Important notice: 

a. Journal abstracts and articles published in newspapers, magazines, newsletters or handouts that have not been peer-reviewed should not be cited. 

b. Books or chapters of books for consumers or the general public should not be cited.  

4.1.1
Comprehensive review of published human data

A comprehensive review of the published human data addressing the relationship between the food/constituent and the claimed effect in a systematic and transparent manner is required. 

Please provide the following information on the comprehensive review, as appropriate:

4.1.1.1 Authorship
Indicate name, affiliation, declaration of interests and signature of the reviewer(s) responsible for the comprehensive review.
     
4.1.1.2 Background 
Clearly define the food/constituent for which the health claim is made and the claimed effect. In case of a claimed effect that cannot be measured directly, define any marker(s) being selected as surrogate of the claimed effect, if any, e.g.: plasma cholesterol concentrations being used as surrogate marker of cardiovascular disease risk, bone density being used as surrogate marker of osteoporosis risk, etc. In addition, provide information and a rationale for selecting the above as surrogate marker(s) of the claimed effect, stating their relevance and whether they are methodologically valid with respect to their analytical characteristics. 

4.1.1.3 Clearly describe the relationship between the food/constituent and the claimed effect (or surrogate markers of the claimed effect), that is being addressed in the comprehensive review.
     
4.1.1.4 Clearly define exclusion and inclusion criteria that will be applied by the applicant to select pertinent publications.
     
4.1.1.5 Literature search 
List the databases that have been searched and provide details about the search strategy (including the terms used, limits used such as dates of publication, publication types, languages, population subgroups or default tags). Other sources of data should be acknowledged (web sites, hand searching, etc).
     
4.1.1.6 Identification of pertinent published human data
Please indicate, by using the form provided in Appendix G, how many of the identified publications have been included (considered pertinent to the health claim) and excluded (considered not pertinent to the health claim) by applying the inclusion and exclusion criteria defined in Section 4.1.1.4. 
List of references (but not copies/reprints) of the publications being considered as not pertinent to the health claim and therefore excluded should be provided here (alphabetical order of first authors).
     
In addition, for publications considered as pertinent to the health claim, please proceed as follows:

· For original research publications, please indicate the number of pertinent published human studies identified by study design using the form provided under Appendix C (to be presented in Part 3, Section 3.1); and go to Part 4, Section 4.2 to provide the synopsis of each pertinent study. 

· For published systematic reviews, pooled analyses and meta-analyses, please indicate the number of individual human studies included by study design using the form provided under Appendix C (to be presented in Part 3, Section 3.1).

ONLY if the research question addressed by the systematic review, pooled analysis or meta-analysis is directly relevant to the health claim applied for, go to Part 3, Section 3.2 to present such publications. IF NOT, individual studies included in the above publications should be treated and presented as individual original research publications in Part 4, Section 4.2.
· For other review publications, guidelines, or consensus opinions, please refer to them in Part 3, Section 3.5 as appropriate. 
4.1.2
Unpublished human data
Unpublished human studies addressing the relationship between the food/constituent and the claimed effect and considered as pertinent to the health claim applied for, should be mentioned here.
In addition:

Please indicate the number of unpublished human studies identified by study design, by using the form provided under Appendix C (to be presented in Part 3, Section 3.1); and go to Part 4, Section 4.2 to provide the synopsis of each pertinent study.
      
4.1.3
Identification of published non-human data

Please depict the strategy followed to identify published non-human studies that are considered as pertinent to the health claim and state the reasons for selecting them as supporting evidence.
In addition: 
Please indicate the number of published non-human studies identified as pertinent to the health claim applied for, by using the form provided under Appendix C (to be presented in Part 3, Section 3.1); and go to Part 4, Section 4.2 to organise the pertinent data identified.
      
4.1.4
Unpublished non-human data

Unpublished non-human studies addressing the relationship between the food/constituent and the claimed effect and considered as pertinent to the health claim applied for, should be mentioned here.
In addition: 
Please indicate the number of unpublished non-human studies, by using the form provided under Appendix C (to be presented in Part 3, Section 3.1); and go to Part 4, Section 4.2 to organise the pertinent data identified.
      
4.2
Pertinent data identified

Organise the data identified as pertinent in Sections 4.1.1 to 4.1.4 in the following order: human data, followed by non-human data if appropriate.
4.2.1
Human data

Classify human data in accordance with hierarchy of study design.

4.2.1.1 Human intervention studies

Present each study by using the form provided under Appendix H. 
4.2.1.1.1 Randomised controlled studies 

4.2.1.1.2 Other  randomised studies (non-controlled)

4.2.1.1.3 Controlled, non-randomised studies

4.2.1.1.4 Other intervention studies
4.2.1.2 Human observational studies

Present each study by using the form provided under Appendix I.
4.2.1.2.1 Cohort studies

4.2.1.2.2 Case-control studies

4.2.1.2.3 Cross-sectional studies

4.2.1.2.4 Other observational studies (e.g.: case reports)
4.2.1.3 Other

E.g.: Human studies dealing with the mechanisms by which the food/constituent could be responsible for the claimed effect. These studies also include those on bioavailability (cross-reference to Part 2 should be given, if appropriate).
     
4.2.1.4 List of references of the pertinent published human studies (those studies being included after the comprehensive review) and unpublished human studies should be given (alphabetical order of first authors)
Copies/reprints of pertinent publications should be given under Part 5, Section 5.2. Full study reports of unpublished studies should be annexed under Part 5, Section 5.3.

     
4.2.2
Non-human data

Animal data (including studies investigating aspects related to absorption / distribution / metabolism / excretion of the food/constituent, mechanistic studies, other studies), ex vivo or in vitro data (meaning studies based on either human or animal biological samples related to the mechanisms of action by which the food/constituent could be responsible for the claimed effect), and other non-human studies, if available, should be presented here. The main objectives, the study design, the nature of the intervention, main results and their relevance to humans should be clearly and concisely summarised for each individual study.
     
4.2.2.1
List of references related to pertinent published and unpublished non-human data should be given (alphabetical order of first authors)

Copies of article/reprint of references of published studies should be given under Part 5, Section 5.2. Full study reports of unpublished studies should be annexed under Part 5, Section 5.3.
     
PART 5: ANNEXES TO THE APPLICATION

5.1
Glossary / Abbreviations 

Used throughout different Parts. To be presented alphabetically.
     
5.2
Copies /reprints of pertinent published data 
5.3
Full study reports of pertinent unpublished data
5.4
Other 


If available, include here e.g.: 

· Scientific opinions of national/international regulatory body for health claim authorisation if available as referred to in Part 1, Section 1.3.3.
     











































































� In case more than one company or organisation submit an application: provide their names and addresses. EFSA requires only one contact person authorised to communicate with EFSA.


� To facilitate communication, EFSA requires having only one contact person per application.


� EFSA Pre-submission guidance for applicants intending to submit applications for authorisation of health claims (� HYPERLINK "http://www.efsa.europa.eu/en/science/nda/Pre_submission_guidance.html" ��http://www.efsa.europa.eu/en/science/nda/Pre_submission_guidance.html�)
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