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Appendices C-I 
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)
APPENDIX C – TABULATED SUMMARY OF ALL PERTINENT STUDIES IDENTIFIED
To be completed by the applicant for inclusion under Part 3, Section 3.1 based on the information identified in Part 4, Sections 4.1.1 to 4.1.4. All pertinent studies identified should be included (published and unpublished); individual studies included in any review publication should be counted separately.
	Study type
	Number of pertinent studies

(published)
	Number of pertinent  studies

(unpublished)

	1. Human studies1                                                                  (Total 1.1 to 1.4)
	
	

	1.1    Experimental intervention studies            (Total a to c )
	
	

	a. RCT (full randomisation2)
	     
	     

 FORMTEXT 
     

	b. RCT (concealed allocation)
	     
	     

 FORMTEXT 
     

	c. RT (non-controlled)
	     
	     

 FORMTEXT 
     

	1.2 Quasi-experimental intervention studies          (Total a+b )
	
	

	                      a. Non-randomised, controlled
	     
	     

	                      b. Non-randomised, non-controlled
	     
	     

	1.3  Observational studies                                     (Total a to d)
	
	

	a. Cohort studies
	     
	     

	b. Case-control studies
	     
	     

	c. Cross-sectional studies
	     
	     

	d. Other (e.g. Case reports)
	     
	     

	1.4  Other3
	     
	     

	2. Non-human studies      (Total 2.1 to 2.3)
	
	

	2.1 Animal studies4
	     
	     

	2.2 ex vivo/in vitro studies5
	     
	     

	2.3 Other 6
	     
	     

	Total                                                                                (1 + 2)
	     
	     


RCTs = Randomised controlled trials

RT = Randomised trials 

1 Human studies dealing with the relationship between the consumption of the food/constituent and the claimed effect. 

2 Method of randomisation reported as coin toss, computer generated numbers, random number tables or similar.

3 Human studies dealing with the mechanisms by which the food/constituent could be responsible for the claimed effect (mechanistic studies), or studies on bioavailability.  

4 Animal studies dealing with, e.g., the mechanisms by which the food/constituent could be responsible for the claimed effect (mechanistic studies), including studies on bioavailability.

5 These include: ex vivo and in vitro studies based on either human or animal biological samples.

6 Studies reporting any combination of the above or non classifiable among the above. 

APPENDIX D – TABULATED SUMMARY OF DATA FROM PERTINENT HUMAN INTERVENTION STUDIES
This guidance is applicable to Part 3, Section 3.2
1. Provide a table summarising the results of all pertinent human intervention studies addressing the relationship between the consumption of the food/constituent and the claimed effect. If more than one intervention (i.e. different doses of a food/constituent) is reported in the same study, use more than one line for that study indicating which intervention group is being considered (see table below as an example). List intervention studies by hierarchy of study design as follows: randomised controlled studies, other randomised studies (non-controlled), controlled non-randomised studies, other intervention studies.

Claimed effect (or surrogate marker of the claimed effect)*:

	Studies**
	Intervention***
	Intervention

n/N
	Control

n/N
	RR (95%CI)

	Study 1
	Intervention 1
	     
	     
	     

	Study 1
	Intervention 2
	     
	     
	     

	Study 2
	     
	     
	     
	     

	Study n
	     
	     
	     
	     

	Add lines if necessary
	     
	     
	     
	     


* This table is only an example and could be adapted to accommodate different types of study design. However, one table clustering the individual studies investigating the relationship between the consumption of the food/constituent and EACH outcome (either the claimed effect or a surrogate marker of the claimed effect) is required. 

**Indicate first author and publication year.

*** To be filled only for studies with more than one intervention groups
n/N = number of subjects receiving the intervention or control / total number of subjects
RR (95%CI) = Relative risk (95% confidence interval) 

2. If possible, provide a graphical analysis (e.g. forest plot) summarising the results of human intervention studies addressing the relationship between the consumption of the food/constituent and the claimed effect. Specify whether the graphical analysis is presented:

a. Without meta-analysis

b. With meta-analysis (fixed effect model)

c. With meta-analysis (random effects model)

In cases b. and c., where a meta-analysis of the studies is performed, a full report detailing the protocol followed in conducting the analysis should be provided under Part 5, 5.3 (see Moher et al., 1999; Des Jarlais et al., 2004; and related articles for guidance). 
3. If available, published systematic reviews, pooled analyses or meta-analyses of human intervention studies investigating the relationship between the consumption of the food/constituent and the claimed effect should be presented in Part 3, Section 3.3, indicating the protocol used to conduct the systematic review or analyses, and summarising the relevant results. ONLY when the question addressed by the systematic review, pooled analysis or meta-analysis is directly relevant to the health claim applied for, the individual studies included in the systematic review, pooled analysis or meta-analysis need not be presented separately in the application (i.e.: Part 4, Section 4.2.1.1). Copies/reprints of the systematic reviews, published pooled analyses and meta-analyses, together with copies/reprints of the individual, original studies included in those should be annexed under Part 5, Section 5.2.
APPENDIX E – TABULATED SUMMARY OF DATA FROM PERTINENT HUMAN OBSERVATIONAL STUDIES

This guidance is applicable to Part 3, Section 3.2
1. Provide a table summarising the results of observational studies addressing the relationship between the consumption of the food/constituent and the claimed effect. If more than one level of exposure (i.e. different doses of food/constituent) is reported in the same study, use more than one line for that study indicating which exposure group is being considered (see table below as an example). List observational studies by hierarchy as follows: cohort studies, case-control studies, cross-sectional studies, other observational studies. 
Claimed effect (or surrogate marker of the claimed effect)*:

	Studies**
	Exposure***
	Exposure

n/N
	Control

n/N
	RR (95%CI)

	Study 1
	Exposure 1
	     
	     
	     

	Study 1
	Exposure 2
	     
	     
	     

	Study 2
	     
	     
	     
	     

	Study n
	     
	     
	     
	     

	Add lines if necessary
	
	
	
	


* This table is only an example and could be adapted to accommodate different types of study designs. However, one table clustering the individual studies investigating the relationship between the consumption of the food/constituent and EACH outcome (either the claimed effect or a surrogate marker of the claimed effect) is required. 

**Indicate first author and publication year.

*** To be filled only for studies with more than one level of exposure
n/N = number of subjects in the exposure or control group / total number of subjects 
RR (95%CI) = Relative risk (95% confidence interval) 

2.  If possible, provide a graphical analysis (e.g. forest plot) summarising the results of observational studies addressing the relationship between the consumption of the food/constituent and the claimed effect. Specify whether the graphical analysis is presented:

a. Without meta-analysis

b. With meta-analysis (fixed effect model)

c. With meta-analysis (random effects model)

In cases b. and c., where a meta-analysis of the studies is performed, a full report detailing the protocol followed in conducting the analysis should be provided under Part 5, Section 5.3. (for guidance, see Stroup et al., 2004) 
3. If available, published systematic reviews, pooled analyses or meta-analyses of observational studies investigating the relationship between the consumption of the food/constituent and the claimed effect should be presented in Part 3, Section 3.3, indicating the protocol used to conduct the systematic reviews or analyses, and summarising the relevant results. ONLY when the question addressed by the systematic review, pooled analysis or meta-analysis is directly relevant to the health claim applied for, the individual studies included in the systematic reviews, pooled analyses or meta-analyses need not be presented separately in the application (i.e.: Part 4, Section 4.2.1.2). Copies/reprints of published systematic reviews, pooled analyses and meta-analyses, together with copies/reprints of the individual, original studies included in those should be annexed under Part 5, Section 5.2.
APPENDIX F – WRITTEN SUMMARY OF DATA FROM PERTINENT HUMAN STUDIES
(i)
Instructions for use:

This guidance is applicable to Part 3, Section 3.3 and is intended to assist applicants in summarising the scientific data that have been acquired under Part 4, Section 4.2.1.

Therefore, it is advisable to start with the preparation and completion of Part 4, Section 4.2.1 prior to starting Part 3, Section 3.3.
(ii)
General principles and sequence of information:
The written summary is intended to provide a summary of the human data presented under Part 4 (Section 4.2.1) and in the tabulated format under Section 3.2 of the application. The summary should include pertinent information resulting from the comprehensive review of published data, unpublished data, including studies in favour and not in favour. 
Cross-references to pertinent human studies (intervention or observational) provided in Part 4 (Section 4.2.1) and in the Tabulated Summary (Section 3.2) should be given, when and as appropriate, to address the points below:
First, the relationship between the consumption of the food/constituent and the claimed effect should be characterised by considering, i.e.:

· the magnitude of the effect and its physiological relevance, 

· the study population in which the effect has been observed and whether it is representative of the target population, 

· the conditions under which the effect has been achieved or observed (metabolic room, clinical setting, free-living subjects, etc.), 

· the sustainability of such effect over time, 

· the amount of food/constituent used to achieve the effect, the usual intakes of food/constituent in the target population and whether these amounts could be reasonably consumed as part of a balanced diet.
Second, to what extent the data substantiate a causal relationship between the consumption of the food/constituent and the claimed effect should be addressed by considering:

· the consistency of results across studies, 

· the magnitude of the effect, its statistical significance, the presence/absence of equally strong evidence, neutral or against, 

·  if available, an effective dose. 

· Elements to be considered are the biological plausibility, alternate explanations for the observed effect and the specificity of the cause-effect relationship. 

APPENDIX G – RESULTS OF THE REVIEW OF HUMAN DATA
To be completed by the applicant for inclusion under Part 4, Section 4.1.1.6.

Please indicate the number of pertinent publications identified in the comprehensive review of human data by publication type

	Publication type
	Number of pertinent publications identified
	Number of publications excluded

	Human data1                                            (Total 1 to 8)
	
	

	1  Original research                                                                     (Total a+b)
	     
	     

	a. Intervention studies
	     
	     

	b. Observational studies
	     
	     

 FORMTEXT 
     

	2  Pooled analysis of human intervention studies
	     
	     

	3  Meta-analysis of human intervention studies
	     
	     

	4 Pooled analysis of human observational studies
	     
	     

	5 Meta-analysis of human observational studies
	     
	     

	6 Systematic reviews
	     
	     

	7  Other review publications 
	     
	     

	8  Guidelines/consensus opinions/text book chapters
	     
	     

	9  Other2
	     
	     


1 Articles reporting Human studies dealing with the effect of the food/constituent on the health outcome underlying the claim. 

2 Articles reporting Human studies dealing with the mechanisms by which the food/constituent could be responsible for the health outcome (mechanistic studies), or studies on bioavailability. 

APPENDIX H – SYNOPSIS OF PERTINENT INDIVIDUAL HUMAN INTERVENTION STUDIES

Please provide one synopsis for each study. 
Data below should be extracted from copies/reprints of published studies and from full study reports of unpublished studies. Since not all data below may be available in all cases, please state “not available” as appropriate. 
To be included under Part 4, Section 4.2.1.1.

1. Identification of the study

1.1. Authors:       
1.2. Article title:       
1.3. Source (journal, conference, etc.) Year/Volume/pages/Country of origin:       
1.4. Institutional affiliation (first author) and/or contact address:       
1.5. Declaration of interests:       
1.6. Source of funding:       
1.7. Good Clinical Practice status / ethical approval:       
2. Report status. Please check as appropriate:       
Published    FORMCHECKBOX 


Accepted for publication    FORMCHECKBOX 


Unpublished   FORMCHECKBOX 



3. Verification of study eligibility (check if the intervention study meets inclusion criteria defined in Part 4, Section 4.1.1on Comprehensive Review of Human Data):       
4. Objective(s) of the study       
5. Description of the study population

5.1. Population subgroup (if not general population):       
5.2. Age range(s):       
5.3. Sex:       
5.4. Ethnicity:       
5.5. Inclusion criteria:       
5.6. Exclusion criteria:       
5.7. Setting(s):       
5.8. Geographical region(s):       
6. Study design:

6.1. Design: randomised controlled trials, cross-over studies, other:       
6.2. Intervention arm(s): (fill boxes below as appropriate. Use N/A when not applicable)
	
	Food/constituent 
	Food matrix,

if applicable
	Daily intake

(constituent)
	Daily intake

(food/food category, if applicable)
	Duration of intervention
	Duration of follow-up

	Intervention 1 = control
	     
	     
	     
	     
	     
	     

	Intervention 2
	     
	     
	     
	     
	     
	     

	Intervention 3
	     
	     
	     
	     
	     
	     

	Intervention 4
	     
	     
	     
	     
	     
	     

	Intervention n
	     
	     
	     
	     
	     
	     

	Add lines if necessary 
	     
	     
	     
	     
	     
	     


6.3. Number of subjects allocated to each intervention arm:       
6.4. Primary outcome: State the variable used for power calculations, if any:       
6.5. Secondary outcome(s): variable 1, variable 2, variable n       
6.6. Comparability of subjects between study groups (arms) at baseline. Variables checked for: variable 1, variable 2, variable n       
7. Study results:

7.1. Drop outs by intervention arm (including controls, if applicable):       
7.2. Adverse effects in the control and intervention arms, if any reported:       
7.3. Pre-test and post-test values (means/medians( SD/SEM/interquartile ranges), mean differences (( SD/SEM/95%C) for primary/secondary outcomes, and statistical significance of the results:       
	Variable 1
	Pre-test
	Post-test
	Mean difference
	P-1*
	P-2**
	Follow up
	Mean difference
	P-1*
	P-2**

	Controls
	     
	     
	     
	     
	
	
	
	
	

	Intervention 1
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Intervention 2
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Intervention n
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Add lines if necessary
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Variable 2
	Pre-test
	Post-test
	Mean difference
	P-1*
	P-2**
	
	Mean difference
	P-1*
	P-2**

	Controls
	     
	     
	     
	     
	     
	
	
	
	

	Intervention 1
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Intervention 2
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Intervention n
	     
	     
	     
	     
	     
	     
	     
	     
	     

	Add lines if necessary
	     
	     
	     
	     
	     
	     
	     
	     
	     


This table is only an example and could be adapted to accommodate different types of study design.
Values are expressed as: (state means/medians ( SD/SEM/interquartile ranges/95%CIs, as appropriate) 

* P-1= Significance for changes in the variable considered during each treatment.

**P-2 = Significance for changes in the variable considered during each treatment as compared to the control group.

7.4. Address the biological relevance of the results.

8. Study quality. Please check the appropriate columns in the table below. If copies/reprints of published studies or full study reports of unpublished studies do not contain enough data to assess some of the points below, please tick the “No” or “Unknown” boxes as appropriate
	
	Yes
	Partially
	No
	Unknown
	N/A1

	1. Power calculations performed 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	2. Baseline characteristics of subjects reported
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	3. Subjects inclusion and exclusion criteria specified
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	2. Information on background dietary habits provided 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	3. Information on physical activity provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	4. Information on smoking/alcohol drinking provided 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	5. Information on medication use provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	6. Information on other risk factors provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	7. Randomisation
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	     a. Random sequence generation
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	     b. Treatment allocation concealed
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	8. Control and intervention(s) group(s) comparable at baseline for relevant risk factors/outcome variables. 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	9. Blinding of subjects 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	10. Blinding of care givers 2
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	11. Blinding of outcome assessors 3
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	12. Compliance of subjects with the intervention reported 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	13. Duration of intervention(s) adequate to test the hypothesis
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	14. Point estimates and variability of main outcome variable reported. 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	15. Surrogate markers of the claimed effect validated analytically
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	16. Surrogate markers of the claimed effect validated biologically
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	17. Analyses include an intention to treat analysis
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	18. Adjustment for potential confounders performed
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 



1 N/A=Not applicable

2 Appropriate placebo available

3 Investigators in charge of assigning laboratory values and of evaluating complementary exams (ECG, ultrasounds, etc.) blinded to subjects’ allocation arm.

9. Applicant’s conclusions (15 lines maximum)        
APPENDIX I – SYNOPSIS OF PERTINENT INDIVIDUAL HUMAN OSERVATIONAL STUDIES

Please provide one synopsis for each study.  

Data below should be extracted from copies/reprints of published studies and from full study reports of unpublished studies. Since not all data below may be available in all cases, please state “not available” as appropriate. 

To be included under Part 4, Section 4.2.1.2.

1. Identification of the study

1.1. Authors:       
1.2. Article title:       
1.3. Source (journal, conference, etc.) Year/Volume/pages/Country of origin:       
1.4. Institutional affiliation (first author) and/or contact address:       
1.5. Declaration of interests:       
1.6. Source of funding:       
1.7. Ethical approval:       
2. Report status. Please check as appropriate:
Published    FORMCHECKBOX 


Accepted for publication    FORMCHECKBOX 

Unpublished   FORMCHECKBOX 



3. Verification of study eligibility (check if observational study meets inclusion criteria defined in Part 4, Section 4.1.1on Comprehensive Review of Human Data):       
4. Objective(s) of the study       
5. Description of the population

5.1. Population subgroup (if not general population):       
5.2. Age range(s):       
5.3. Sex:       
5.4. Ethnicity:       
5.5. Inclusion criteria (for cases and controls, if appropriate):       
5.6. Exclusion criteria (for cases and controls, if appropriate):       
5.7. Recruitment procedures used (consecutive, arbitrary, unreported, other):       
5.8. Setting(s):       
5.9. Geographical region(s):       
6. Study design:

6.1. Design: cohort, case-control, case-reports, cross-sectional:        
6.2. Data collection (prospective, retrospective, unreported, other):       
6.3. Exposure (s): (fill boxes below as appropriate. Use N/A when not applicable)       
	
	Food/constituent
	Food matrix,

if applicable
	Daily intake

(constituent)
	Daily intake

(food/food category, if applicable)
	Duration of exposure

	Exposure 1=

control
	     
	     
	     
	     
	     

	Exposure 2
	     
	     
	     
	     
	     

	Exposure n
	     
	     
	     
	     
	     


6.4. Number of subjects (total, per cohort, per group):       
6.5. Primary outcome: State the variable used for power calculations, if any.      
6.6. Secondary outcome(s): variable 1, variable 2, variable n      
6.7. Comparability of subjects between study groups (arms) at baseline. Variables checked for: variable 1, variable 2, variable n       
7. Outcome measures and results: 
7.1. Duration of follow-up, if applicable:       
7.2. Drop outs in total, by group:       
7.3. Adverse effects being reported:       
7.4. Measure of effect of the exposure: report measure of effect for outcome variables as appropriate.      
6.5.   Address the biological relevance of the results.       
8.
Study quality. Please check the appropriate columns in the table below. If copies/reprints of published studies or full study reports of unpublished studies do not contain enough data to assess some of the points below, please tick the “No” or “Unknown” boxes as appropriate.
	
	Yes
	Partially
	No
	Unknown
	N/A1

	1. Power calculations performed
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	2. Baseline characteristics of subjects reported
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	3. Subjects inclusion and exclusion criteria specified
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	4. Definition of cases explicit
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	5. Condition of cases reliably assessed and validated
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	6. Controls selected from the source of population of the cases
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	7. Information on background dietary habits provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	8. Information on physical activity provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	9. Information on smoking/alcohol drinking provided 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	10. Information on medication use provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	6. Information on other risk factors provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	11. Information on the distribution of prognostic factors provided
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	12. Groups comparable at baseline for relevant risk factors/potential confounding variables
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	13. Exposure ascertained
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	14. Dose-response relationship between exposure and outcome demonstrated
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	15. Outcome assessors blinded to exposure status
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	16. Appropriate duration of follow-up for outcome to occur 
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	17. Surrogate markers of the claimed effect validated analytically
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	18. Surrogate markers of the claimed effect validated biologically
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 


	19. Drop out rates and reasons similar among groups
	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 

	 FORMCHECKBOX 
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1 N/A=Not applicable
9. Applicant’s conclusions (15 lines maximum)       
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