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1.0
PURPOSE
The purpose of this guide is to outline the necessary procedures for submitting Interim Safety Reports and Annual Safety Reports. Following the granting of approval for a clinical trial by the relevant Research Ethics Committee(s) (REC) and thereafter for the duration of the trial, Investigators are required to submit Interim Safety reports quarterly (or as agreed between DSMB and MA Coordinators) and an Annual Safety Report (yearly).  This reporting is in addition to fulfilling the responsibilities for adverse event reporting in accordance with the laws, rules and regulations of in-country competent authorities (e.g., a country’s national drug authority)

2.0
PROCEDURE

As stated in MIP SOP 001, the overall responsibility of reporting an AE or SAE lies with the Principal Investigator (PI), but the MA Coordinators has the responsibility of assisting the PI throughout this process.  The MA Coordinators is responsible for ensuring that the AE and SAE reporting for trials conducted as part of MiP is clearly defined prior to the commencement of the clinical trial.  

The MA Coordinators of the Trial is charged with submitting the interim and Annual Safety Report. This responsibility may be delegated to an in-country Principal Investigator (PI) but this should only be done by written agreement between the MA Coordinators and PIs.  

2.1 Interim Safety Report

When is the Interim Safety Report due?

The frequency of the interim safety report will vary by study and will be determined by MA Coordinators and their respective DSMBs. Ideally this would be quarterly.

Format of the Interim Safety Report

Appendix A: Summary table of SAEs and AEs by treatment group.

Who is the Interim Safety Report sent to?

The interim safety report is sent to the trial DSMB, the Safety Working Group and RECs if required. The Safety Working Group will collate all the reports and send them to the Independent Safety Panel for review at their bi-annual meeting. 
2.2 Annual Safety Report
When is the Annual Safety Report due?

· For projects which have received approval from an in-country REC and an Institution REC, the Annual Safety Report should be prepared on the first anniversary of whichever REC authorisation was gained first and annually thereafter.   For example, if the first MiP trial was authorised by the institute REC on 1st June 2007 and by the local REC on 1st July 2007, your report should be submitted to both REC’s by 1st June 2008.  

· Once the first trial has been given approval by a REC to proceed, an annual safety report will be due as described above, regardless of when the trial actually commenced and the start date of any other trials.  

Format of the Annual Safety Report

Appendix B: All Annual Safety Reports must meet a standard that adheres to the principles of ICH GCP and the following templates are included as appendices to this document

Who is Annual Safety Report sent to?

The annual safety report shall be sent to the DSMBs and the Safety Working Group.  The same information should be submitted to the relevant REC(s) and any relevant competent regulatory authority.
2.3 Safety Working Group Report

Every MA Coordinator from a MiP Major Activity trial shall send all SAEs, as they occur, to the SWG the timeline of reporting will be the same as for DSMB. The SWG will compile a report to be sent to the Independent Safety Panel for their twice yearly meeting. The SWG will address the Independent Safety Panel comments and queries and feedback to the Executive Committee and the MA Coordinators.

When is the Safety Working Group Report due?

The Safety Working Group’s Report to the Independent Safety Panel is due every 6 months following the first trial initiation and every 6 months thereafter.  

Format of the Safety Working Group Report
Please refer to Appendix C: Summary Tables for SAEs and Pregnancy Outcome

Who is Safety Working Group Report sent to?

The Safety Working Group report shall be sent to the Independent Safety Panel and the final version including comments from the Panel shall be sent to the Executive Committee and the trial MA Coordinators.  

4.0 
OTHER RELATED PROCEDURES

	SOP 001
	Recording , Management and reporting of adverse events 


5.0
REFERENCES

ICH GCP

6.0
DEFINITIONS AND ABBREVIATIONS

See Appendix A of SOP 001

7.0
APPENDICES

Appendix A
-
Template Interim Safety Report by MA Coordinators
Appendix B
-
Template Annual Safety Report by MA Coordinators
Appendix C
-
Template Safety Working Group Report 

APPENDIX A

Interim Safety Report by MA Coordinators/PI

	Study site:
	Study reference :

	Report No: 
	Date of report: 
	Reporting Period

	Parameters
	Treatment A
	Treatment B
	Treatment C
	Treatment D

	
	No Total
	No in reporting period
	No Total
	No in reporting period
	No Total
	No in reporting period
	No Total
	No in reporting period

	Total No of participant enrolled
	
	
	
	
	
	
	
	

	Total number of completed weeks of follow up for all women enrolled 
	
	
	
	
	
	
	
	

	No of SAEs-total
	
	
	
	
	
	
	
	

	No of SAEs- cert/prob/poss related to study drug
	
	
	
	
	
	
	
	

	No of SSARs-total
	
	
	
	
	
	
	
	

	No of SSARs- cert/prob/poss related to study drug
	
	
	
	
	
	
	
	

	No of hospitalisations-total
	
	
	
	
	
	
	
	

	No of hospitalisations- cert/prob/poss related to study drug
	
	
	
	
	
	
	
	

	No of deaths-total
	
	
	
	
	
	
	
	

	No of deaths- cert/prob/poss related to study drug
	
	
	
	
	
	
	
	

	No of Grade 3 + AEs-total
	
	
	
	
	
	
	
	

	No of Grade 3 + AEs - cert/prob/poss related to study drug
	
	
	
	
	
	
	
	

	No of Grade 2> Grade AEs-total
	
	
	
	
	
	
	
	

	No of Grade 2> AEs - cert/prob/poss related to study drug
	
	
	
	
	
	
	
	

	Total number of pregnancy outcomes assessed
	
	
	
	
	
	
	
	

	Total number of live births
	
	
	
	
	
	
	
	

	Total number of Miscarriages
	
	
	
	
	
	
	
	

	Total number of Stillbirths
	
	
	
	
	
	
	
	

	Total number of live births with birth defects
	
	
	
	
	
	
	
	


APPENDIX B

Annual Safety Report by MA Coordinators /PI

	Title
	Give full title of study according to protocol

	Trial Identifying shortname or acronym
	Specify any ‘given’ name or acronym that the trial may be  more commonly know as

	Sponsor
	

	Chief Investigator
	

	Name of Investigational Medicinal Product
	

	Date of final protocol
	

	Date & details of protocol amendments
	

	Trial objectives
	

	Trial design
	

	Start date of trial
	

	Anticipated end date of trial
	

	Recruitment target
	

	Current enrolment status
	

	Total no. of participants included in this ASR
	

	Due date of ASR
	

	Summary of Serious Adverse Events (SAEs)

	No. of SAE’s
	In this reporting year
	
	Total number to date
	

	No. of SSAR’s
	In this reporting year
	
	Total number to date
	


I. REPORT ON SAFETY OF SUBJECTS

1. New Findings

Any new information on safety occurring during the reporting period.

2. Impact of New Findings on trial subject and population

Description of any implications of the above new findings

3. Risk Management

Description of any measures planned or implemented to address the new safety findings

Provide a summary of any DSMB recommendation

II. LINE LISTING OF ALL SUSPECTED SARs

Provide a line listing of all trial SSARs using the table below

	Patient ID
	AR Reference No :
	Study Drug
	Dose
	Date of treatment
	Date of onset of SSARs
	Description of reaction
	Patient outcome
	Comments
	Unblinding (if applicable)

	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	


III. AGGREGATED SUMMARY TABULATION OF SSARs BY BODY SYSTEM

	Type by Body System
	Treatment A
	Treatment B

	Neurotoxicity 
	
	

	Hepatotoxicity
	
	

	Cardiovascular Toxicity
	
	

	Haematological Toxicity
	
	

	Metabolic
	
	

	Dermatologic Toxicity
	
	

	Gastro-intestinal 
	
	

	Respiratory
	
	

	Allergy/Immunology
	
	

	Other (specify)

· 
	
	


APPENDIX C

Safety Working Group Report
	Report No: 
	Date of Report: 
	Reporting Period


Table 1 Summary of Pregnancy Outcomes by Antimalarial Drugs
	Antimalarial

Drugs
	Number of women enrolled
	Number of Pregnancy outcomes assessed
	Number of live births
	Number of Miscarriages
	Number of Stillbirths
	Number of live with birth defects

	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	Overall
	
	
	
	
	
	


Table 2 Summary of SAEs by Antimalarial Drugs
	Antimalarials Drugs
	
	
	
	
	
	
	
	
	Overall

	
	
	

	Number of Women enrolled
	
	
	
	
	
	
	
	
	

	Number of SAEs
	
	
	
	
	
	
	
	
	

	Type of SAEs
1. Death

2. Life threatening

3. Disabling

4.  Incapacitating

5.  Result in or prolong hospitalisation

6.  Congenital anomaly

7. Other medically significant reaction
	
	
	
	
	
	
	
	
	

	Number of SAE’s re-classified as SAR’s
	
	
	
	
	
	
	
	
	

	Type by Body System
	
	
	
	
	
	
	
	
	

	Neurotoxicity 
	
	
	
	
	
	
	
	
	

	Hepatotoxicity
	
	
	
	
	
	
	
	
	

	Cardiovascular Toxicity
	
	
	
	
	
	
	
	
	

	Haematological Toxicity
	
	
	
	
	
	
	
	
	

	Metabolic
	
	
	
	
	
	
	
	
	

	Dermatologic Toxicity
	
	
	
	
	
	
	
	
	

	Gastro-intestinal 
	
	
	
	
	
	
	
	
	

	Respiratory
	
	
	
	
	
	
	
	
	

	Allergy/Immunology
	
	
	
	
	
	
	
	
	

	Other (specify)

· 
	
	
	
	
	
	
	
	
	


Table 3 Summary of Birth Defects by Antimalarial Drugs
	Antimalarials Drugs
	
	
	
	
	
	
	
	
	Overall

	
	
	

	Number of Women enrolled
	
	
	
	
	
	
	
	
	

	Number of Pregnancy outcomes assessed
	
	
	
	
	
	
	
	
	

	Number of live birth with birth defects
	
	
	
	
	
	
	
	
	

	Type of birth defects

1. CNS

2. Eye, ear, face and neck

3. Cleft lip and/or palate

4. Conotruncal heart defects 

5. Obstructive heart defects

6. Heart - other defects

7. Other circulatory system

8. Respiratory system

9. Upper gastrointestinal system 

10. Lower gastrointestinal system 

11. Female genitalia 

12. Male genitalia 

13. Renal and urinary system 

14. Limb reduction/addition 

15. Other musculoskeletal defects 

16. Skin and skin derivatives 

17. Chromosome anomaly 

18. Other organ systems - specified 

19. Specified syndromes 

20. Unspecified abnormality
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