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1.0
PURPOSE
The purpose of this Standard Operating Procedure (SOP) is to outline the necessary procedures for reporting adverse events and serious adverse events for clinical trials within the Malaria in Pregnancy (MIP) Consortium in order to ensure that adverse events and serious adverse events are reported in compliance with International Conference on Harmonisation (ICH) Good Clinical Practice (GCP) guidelines.  This SOP describes to trial/research staff the procedure for the recording, management and reporting of Adverse Events (AEs), Serious Adverse Events (SAEs), and Suspected Serious Adverse Reactions (SSARs) for clinical trials.
2.0 DEFINITIONS
Adverse Events (AE)
Means any untoward medical occurrence in a subject to whom a medicinal product has been administered, including occurrences which are not necessarily caused by or related to that product

Adverse Reaction (AR)

Means any untoward and unintended response in a subject to an investigational medicinal product which is related to any dose administered to that subject

Serious Adverse Events (SAE), Serious Adverse Reaction or Unexpected Serious Adverse Reaction

Means an adverse event, adverse reaction or unexpected adverse reaction respectively that 

a) results in death

b) is life threatening

c) requires hospitalisation or prolongation of existing hospitalisation

d) results in persistent or significant disability or incapacity or

e) consists of a congenital anomaly or birth defect
Suspected Serious Adverse Reaction (SSAR)
Means an adverse reaction that is classed in nature as serious and which is consistent with the information about the medicinal product in question set out

a) in the case of a licensed product, in the summary of product characteristics (SmPC) for that product

b) in the case of any other investigational medicinal product, in the Investigator’s Brochure (IB) relating to the trial in question
Regulatory Authority

Drug regulatory authority within the country where the study is being conducted, in accordance with in-country laws, rules and regulations
3.0 SCOPE 

This SOP focuses on the recording, management and reporting of all AEs, ARs, SAEs and SSARs that occur in trial participants.  The document outlines the responsibilities of both the Investigators and the Safety Working Group.
4.0 RESPONSIBLE PERSONNEL

There are a number of responsibilities that are required when recording and reporting adverse events.  Below is a list of responsibilities for Major Activity (MA) Coordinators, Principal Investigators (PIs) and the Safety Working Group. 
The MA Coordinators has overall responsibility for the conduct of the study. In a multi-site study, the MA Coordinators has coordinating responsibility for reporting adverse events to the Regulatory Authority (RA), the relevant Research Ethics Committee (REC) and the Data Safety Monitoring Board (DSMB).  The MA Coordinators may delegate certain responsibilities to the PI in relation to safety reporting, but these should be clearly stated in the trial protocol and any formal agreements.
The PI has responsibility for the research at a local site where the study involves specified procedures requiring site-specific assessment. There should be one PI for each research site. In the case of a single-site study, the MA Coordinators and the PI will normally be the same person. The PI is responsible for informing the MA Coordinators, or the organising research team, of all adverse events that occur at their site following the guidelines below. 

Investigator Responsibilities
· Ensure trial staff are trained and that SOPs are available

· Collect and assess each AE for Causality (including clinical measurements, laboratory results and other measures), Severity and Seriousness and record in MiP SAE form and documented in source document
· Ensure clinical follow-up is ongoing until the event is resolved
· Report all SAEs to Regulatory Authority within agreed timeframe
· Keep detailed record of all AEs

· Upload safety relevant data in the centralised safety database as specified under SOP xxx 
· Send Interim and Annual Safety Summary Report to DSMB, REC (according to trial specific requirements) and the Safety Working Group (frequency of these report should be decided by trial Coordinators and DSMBs) SOP 002
· Supply the DSMB, REC and Safety Working Group with any additional information if needed

Safety Working Group Responsibilities

See Safety Working Group Terms of References (SOP 004- section 2.1.2)
5.0
PROCEDURE

5.1 Which AE to record and to report
PI must record all AEs where possible using the template provided (see Appendix B for template). It may be decided that all, or only some, non-serious AEs are to be recorded. Whatever option is chosen, it must be consistent with the purpose of the trial and any toxicity and efficacy end points. It should be clearly stated in the trial protocol and the local SOP what will be recorded and how the reporting is to be managed. Each AE should be assessed for causality, severity and seriousness. The responsibility for this evaluation can be shared between the MA Coordinators and PIs. The Flowchart on page 6, show the procedures for assessing AEs and reporting requirement according to severity and expectedness.
Participants enrolled in clinical trials must be encouraged at the beginning of any study to contact the PI if they experience any untoward event. If the participant is admitted in hospital during the course of the study, it is important that the clinical trial investigators are informed of the hospital admission as soon as possible. 

During each study visit the PI should assess AEs which may have occurred since the previous visit. This will be done by the investigator (in some studies this will be done by clinical monitor) by means of 

· Active interrogation and collection of reported information from the trial participants at each study visit to determine if an AE has occurred

· Review of results of clinical measurements, laboratory investigations and any other relevant investigations to determine if an AE has occurred.
A summary table for the MiP trial drugs safety profile is included in Appendix F.
According to Good Clinical Practice (GCP) and the ICH Guideline for Clinical Safety Data Management all serious adverse events (SAEs) should be reported. AEs of severity Grade 3 or more will be reported as SAEs according to the pre-agreement between MA Coordinators/PIs and the DSMBs. MA Coordinators /PI must also complete local AE reporting forms in accordance with local laws and, regulations.
5.2
AE seriousness assessment (MA Coordinator/PI)
MA Coordinator /PI must consider the AE as serious if the following criteria are met:

· results in death

· is life threatening

· requires hospitalisation or prolongation of existing hospitalisation

· results in persistent or significant disability or incapacity or

· consists of a congenital anomaly or birth defect (report on the Pregnancy Outcome Assessment form) 
5.3
AE severity assessment (MA Coordinator/PI)
The MA Coordinator/PI must assess the clinical severity or intensity of AEs (not to be confused with seriousness). This is done by using the modified WHO severity grading system which ranges from Grade 1: Mild to Grade 4: severe and Grade 5: death (see Appendix E). 
5.4
AE causality assessment (MA Coordinator/PI)
This is a clinical assessment of whether the adverse event is likely to be related to the trial drug. Investigator assessment of causality is critical since the investigator is better placed to give that clinical judgement using all information available (including medical history, lack of efficacy, worsening of condition, concomitant treatment or conditions, timing of occurrence etc). The table below defines the criteria used by Uppsala Monitoring Centre 
	Causality term 
	Assessment criteria

	Certain


	• Event or laboratory test abnormality, with plausible time relationship to drug intake

• Cannot be explained by disease or other drugs

• Response to withdrawal plausible (pharmacologically, pathologically)

• Event definitive pharmacologically or phenomenologically (i.e. an objective and specific medical disorder or a recognized pharmacological phenomenon)

• Rechallenge satisfactory, if necessary

	Probable /

Likely


	• Event or laboratory test abnormality, with reasonable time relationship to drug intake

• Unlikely to be attributed to disease or other drugs

• Response to withdrawal clinically reasonable

• Rechallenge not required

	Possible


	• Event or laboratory test abnormality, with reasonable time relationship to drug intake

• Could also be explained by disease or other drugs

• Information on drug withdrawal may be lacking or unclear

	Unlikely


	• Event or laboratory test abnormality, with a time to drug intake that makes a relationship improbable (but not impossible)

• Disease or other drugs provide plausible explanations


5.5
Guidelines for reporting
· AEs 

AEs that are not considered serious (see definition above) should be recorded on the AE section to be included in trial CRFs for follow up visit or for health facility visit outside the scheduled trial visits (see template Appendix B). The completed form should be filed along with the other CRFs for the study. Summary data of AEs should be included in interim summary safety report to DSMB and the SWG (see SOP 002).
· SAEs 
Expedited Reporting

If the AE is assessed as serious, the PI must report the event immediately (within 48hrs) of being made aware of the SAE on an expedited SAE form (see appendix C) to the MA Coordinators (or as stated in the trial protocol).   This process of expedited reporting ensures that the event is recorded and gives trials sites time to carry out a full assessment in a GCP compliant manner.

Follow-up Reporting

Within 15 days of the expedited report of a SAE, the PI is required to provide a follow-up report of the event to the MA Coordinator (see Appendix D for template).  This process enables the classification of the event, using the additional tests and information gathered within the follow-up period to make an assessment of causality, expectedness and severity. An event may remain as a SAE, or it may be classified as a SSAR. The latter will require onward reporting by the MA Coordinators to the DSMB, REC (or as specified in the trial protocol) and to other organisations as required under the terms of the individual contracts within 48 hours.
The follow up report should be sent within 15 days on the SAE Follow-up form (see appendix C)  
5.6
Guidelines for blinded trials

In blinded studies the circumstances under which the code would be broken and the procedure for unmasking the identity of the treatment received by each participant should be stated in the protocol and known by the staff involved in the clinical management of the participants. Breaking the treatment code/blind should be considered only when knowledge of the treatment assignment is deemed essential for the participant’s care by physician or a regulatory authority. DSMB, Independent Safety Panel or other regulatory authorities should have access to the unblinded data, when requested, for reviewing, evaluating, and/or reporting on patient safety issues or concerns during the conduct of the clinical trial.
6.0
INTERIM AND ANNUAL SAFETY REPORT
See SOP 002 for details
7.0
OTHER RELATED PROCEDURES
	SOP 002
	Guide to Safety Report Preparation and Submission 


8.0
REFERENCES

ICH GCP
FLOW CHART 



9.0
APPENDICES

Appendix A
-
Glossary for commonly used terms
Appendix B
-
Template for AE sections to be included in study CRF 
Appendix C
-
Expedited SAE Report form
Appendix D
-
Antimalarial trial drugs summary Safety Profiles 
Appendix F
-
Modified WHO AE Severity Grading (see separate Excel document)
APPENDIX A:  GLOSSARY OF TERMS

Adverse event (AE) Any untoward medical occurrence that may present during treatment with a pharmaceutical product but which does not necessarily have a causal relationship with this treatment.

Adverse reaction (AR) means any untoward and unintended response in a subject to an investigational medicinal product which is related to any dose administered to that subject

Causality  The relating of cause to the effect produced.    

Body system is classified according to the following: 1) Neurotoxicity; 2) Hepatotoxicity; 3) Cardiovascular Toxicity; 4) Haematological Toxicity 5) Metabolic; 6) Dermatologic Toxicity; 7) Gastro-intestinal; 8) Respiratory;  9) Allergy/Immunology; 10) Other 

Clinical Report Form (CRF) A record of data collected on each participant during a clinical trial, as outlined in the study protocol.
Data Safety Monitoring Board (DSMB) independent body of experts who monitor participant safety and the efficacy of the study product while a clinical study is taking place.

Good Clinical Practice (GCP) is defined as a ‘standard for the design, conduct, performance, monitoring, auditing, recording, analyses and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and  that the rights, integrity and confidentiality of trial subjects are protected’ 

MA Coordinator The investigator who takes primary responsibility for the conduct of the trial. If the trial involves multiple sites there will be a principal investigator at each site taking responsibility for their site. 
Principal Investigator (PI) Investigator at trial site

Pharmacovigilance  The science and activities relating to the detection, assessment, understanding and prevention of adverse effects or any other drug-related problems.

Post-marketing surveillance  The study of drug use and drug effects after marketing, which employs epidemiological methods.

Regulatory Authority (RA) Competent authority in the trial’s country, responsible under its national law for the control or regulation of clinical trials.
Research Ethic Committee (REC)

Serious Adverse Events (SAE), Serious Adverse Reaction (SAR) means an adverse event, adverse reaction or unexpected adverse reaction respectively that 

· results in death

· is life threatening

· requires hospitalisation or prolongation of existing hospitalisation

· results in persistent or significant disability or incapacity or

· consists of a congenital anomaly or birth defect

Signal  Reported information on a possible causal relationship between an adverse event and a drug, the relationship being unknown or incompletely documented previously.  Usually more than a single report is required to generate a signal, depending upon the seriousness of the event and the quality of the information.

Suspected Serious Adverse Reaction (SSAR) means an adverse reaction that is classed in nature as serious and which is consistent with the information about the medicinal product in question set out

· in the case of a licensed product, in the summary of product characteristics (SmPC) for that product

· in the case of any other investigational medicinal product, in the Investigator’s Brochure (IB) relating to the trial in question

Type A reactions  Adverse reactions which are a result of an exaggerated but otherwise usual pharmacological effect.  These tend to be common, dose-related, predictable and less serious.  They can usually be treated by reducing the dose of the drug.

Type B reactions  Adverse reactions which are aberrant, and may be due to hypersensitivity or immunologic reactions.  These tend to be uncommon, not related to dose, unpredictable and potentially more serious.  They usually require cessation of the drug.

Unexpected adverse reaction  An adverse reaction, the nature or severity of which is not consistent with domestic labelling or market authorization, or expected from characteristics for the drug. 

APPENDIX B Template for AE sections to be included in study CRF
	Details of adverse event 

	Date event started  |__|__|/|__|__|/|__|__|__|__|  (DD/MM/YYYY)
	Date event stopped: |__|__|/|__|__|/|__|__|__|__|  (DD/MM/YYYY)

	Description of the event 



	Other relevant information (including special investigations, lab tests,  drug allergy, ect)



	 Severity Grading (see WHO Severity Grading for reference):

	Grade 1 |__|  Grade 2 |__| Grade 3 |__| Grade 4 |__|  Grade 5 |__|

	Seriousness Assessment

	Event resulting in death                                                                                        |__| yes |__| no

	Life-threatening event                                                                                          |__| yes |__| no 

	In-patient hospitalization or prolongation of existing hospitalization                 |__| yes |__| no

	Persistent or significant disability or incapacity                                                  |__| yes |__| no

	If Other please specify: 

……………………………………………………………………………………………………………………

	If any of the above apply, report on as an SAE on the SAE report form

	symptom record      (Rank according to severity scale or, N/A = unable to assess)

	Presence of Symptoms

Severity Grading (see WHO Severity Grading for reference): 

1. Subjective fever  in past 24h (Y/N) |__| yes |__| no 
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
2. Weakness                                         |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
3. Muscle/joint aches                           |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
4. Headache                                         |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
5. Anorexia                                          |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
6. Nausea                                             |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
7. Vomiting                                          |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
8. Abdominal pain                               |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
9. Diarrhoea                                         |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
10. Cough                                              |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
11. Pruritis                                             |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
12. Skin reaction                                    |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 

13. Tinnitus                                           |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
14.  Sleep disorder                                 |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 

15. Behavioural changes                       |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 
16. Other______________                   |__| yes |__| no
|__|1 ;|__|  2 ;|__| 3 ;|__| 4 ;|__|  5; |__|  N/A 


	Action taken

|__| Drug withdrawn 

|__| Dose reduced

|__| Dose increased

|__| Dose not changed

|__| Unknown

|__| Not applicable
	Treatment |__| yes |__| no

If yes specify what treatment was given: .........................................................................................................

	Rechallenge

Event disappeared after drug was suspended or dose reduced? 

|__| yes |__| no  |__| no rechallenge
Event reappeared after reintroduction of the drug? 

|__| yes |__| no   |__| not applicable

	Causality assessment: Is the AE related to the study drug?

|__| Certainly related |__| Probably related |__| Possibly related |__|Unlikely to be related |__|Not related 



APPENDIX C 

SERIOUS ADVERSE EVENT REPORT TEMPLATE FORM

I. EXPEDITED
	1. STUDY INFORMATION

	Study site:
	Study Reference No:
	Date of Expideted Report: 


	2. PaRTICIPANT Details

	ParticipantID: MA|__|__|__|__|__|__|__|__|-|__|__|__|__|
	Date of Birth:

|__|__|/|__|__|/|__|__|__|__|  
	Gestational age: 
|__|__|  weeks


	3. Suspected drug(s) (please add more information on separate sheet if necessary)

	Name (brand and generic)

Code if blinded
	Daily dose (mg, µg, IU...)  
	Frequency
	Route
	Date Started
	Date Stopped
	Indication for use

	
	
	
	
	
	
	

	
	
	
	
	
	
	


	4. Details of adverse event 

	SAE Reference No :|__|__|__|__|__|__|
	Date SAE detected  |__|__|/|__|__|/|__|__|__|__| 

	Date SAE started  |__|__|/|__|__|/|__|__|__|__| 
	Date SAE stopped: |__|__|/|__|__|/|__|__|__|__| 

	Description of the event 




	5. Seriousness Assessment from preliminary findings

	Event resulting in death                                                                                        |__| yes |__| no

	Life-threatening event                                                                                          |__| yes |__| no 

	In-patient hospitalization or prolongation of existing hospitalization                 |__| yes |__| no

	If required/prolong hospitalization:         Date admitted      ......../......./......... Date discharged  ......../......./......... 

	Persistent or significant disability or incapacity                                                  |__| yes |__| no

	If Other please specify: 

……………………………………………………………………………………………………………………



	If event is related to pregnancy outcome (i.e. birth defect, miscarriage, or stillbirth), report on the Pregnancy Outcome Assessment Form


	 Severity Grading (see WHO Severity Grading for reference):

	Grade 1 |__|  Grade 2 |__| Grade 3 |__| Grade 4 |__|  Grade 5 |__|


	6. Reporting Line (tick the ones that apply)

	MA Coordinator                      

DSMB                                     
REC (local)                            

REC (other)                            
Pharmaceutical Company      
	|__|
|__|
|__|
|__|
|__|


	7. Reporter  Details

	Name
	Qualifications:
	Signature


	E-mail Address:
	Tel no.                                 
	


	8. PI Signature

	Name

	Date:
	Signature



II. Serious Adverse Event Follow Up Report

	9. Additionnal Information on adverse event 

	SAE Reference No ::|__|__|__|__|__|__|
	Date of Follow Up Report:|__|__|/|__|__|/|__|__|__|__|

	Date event stopped (if different from above): |__|__|/|__|__|/|__|__|__|__|

	Additional Details on the event 



	Other relevant information (including special investigations, lab tests,  drug allergy, ect)



	Action taken

|__| Drug withdrawn 

|__| Dose reduced

|__| Dose increased

|__| Dose not changed

|__| Unknown

|__| Not applicable
	Treatment |__| yes |__| no

If yes specify what treatment was given: ..................................................



	Rechallenge

Event disappeared after drug was suspended or dose reduced? 

|__| yes |__| no |__| no rechallenge
Event reappeared after reintroduction of the drug? 

|__| yes |__| no  |__| not applicable

	Reaction Outcome

|__| Recovered/resolved

|__| Recovering/resolving

|__| Not recovered/not resolved

|__| Recovered/resolved with sequelae

|__| Fatal

|__| Unknown

	 Severity Grading (see WHO Severity Grading for reference):

	Grade 1 |__|  Grade 2 |__| Grade 3 |__| Grade 4 |__|  Grade 5 |__| Same as expedited report|__|


	10. Relationship to STUDY Drug(s)

	Has the patient taken the suspected drug before?

|__|  yes |__|  no |__|  do not know  
	If yes, was this event observed?

|__|  yes |__|  no |__|  do not know  

	 Is there a possibility that the SAE may have been caused by the study drug?

|__|  yes |__|  no |__|  do not know  

	Causality assessment: Is the AE related to the study drug?

|__| Certainly related |__| Probably related |__| Possibly related |__|Unlikely to be related |__|Not related 


	11. List all other concomitant drugs used (please include drugs not prescribed by a doctor, and any herbal or natural drug)

	Name (brand and generic)

Code if blinded
	Daily dose(mg, µg, IU...)  
	Frequency
	Route
	Date Started
	Date Stopped
	Indication for use

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	


	12. Co-morbidities

	Description of the disease 



	HIV status  |__| Positive |__| Negative |__| Not tested |__| Doesn’t know

	Treatment or action taken:


	13. Reporter  Details

	Name
	Qualifications:
	Signature

	E-mail:
	Tel no.                                 
	


	14. PI Signature

	Name

	Date:
	Signature



Instructions for filling out the SERIOUS ADVERSE EVENT REPORT FORM
General information: Provide dates in the DD/MM/YYYY format (e.g. July 1, 2008 is written 01/07/2008). Please write “unk” if any information is unknown or “NA” if any information is not applicable.

I. Expedited Report: this section is to be filled out for expedited reporting within 48 hrs of detection of SAE
1. Study Information

Specify the country and site where the study is taking place. 

The study reference is the unique number issued to each multicenter trial prior to initiation. 
2. Patient details
The Patient ID is the unique identifier number issued to each pregnant woman at enrolment. 
3. Suspected drugs 
Specify drug(s) suspected of causing reaction. Provide the name of the drug, the daily dose, frequency (i.e. twice daily) and route of administration (intravenous, intramuscular injection, oral ect.)  Specify the start date (Date started) and the last day (Date stopped) of use or treatment. Specify why the drug was given (indication for use), and whether it was confirmed or unconfirmed and symptomatic or asymptomatic malaria.
4. Details of adverse event

A unique SAE code should be assigned to all new SAE reports. The format should follow: the MA Number _ Site abbreviation _ SAE number (i.e. for the 1st report 01, 2nd report 02 and so on).  Provide any information that is relevant for the SAE. Indicate other factors that may have contributed to any adverse event. For severity grading please refer to the modified WHO Toxicity Grading Scale (SOP 001- Appendix C).
5. Seriousness Assessment for preliminary findings

This is based on the regulatory definitions of seriousness as defined in the protocol. For congenital anomaly or birth defects please complete the Pregnancy Outcome Assessment Form.

6. Reporting Line 
Specify who the expedited report is sent to by ticking all the box that apply.
7. Reporter details
Contact details are required for any follow up enquiry.
8. PI signature

PI should review the form and sign it.
II. Follow Up Report: this section is to be completed in the 15 days follow up period (7days in case the SAE is fatal see SOP001) for additional information on the SAE and further assessment.
9. Additionnal Information on adverse event 

Follow-up reports are not assigned a new SAE code.  Provide any additional information that is relevant. Indicate other factors that may have contributed to any adverse event. Specify action or treatment taken and Reaction Outcome. 

10. Relationship to study drug
Causality Assessment: This is a clinical assessment of whether the adverse event is likely to be related to the trial drug. The table below defines the criteria used by Uppsala Monitoring Centre 

	Causality term 
	Assessment criteria

	Certain


	• Event or laboratory test abnormality, with plausible time relationship to drug intake

• Cannot be explained by disease or other drugs

• Response to withdrawal plausible (pharmacologically, pathologically)

• Event definitive pharmacologically or phenomenologically (i.e. an objective and specific medical disorder or a recognized pharmacological phenomenon)

• Rechallenge satisfactory, if necessary

	Probable /

Likely


	• Event or laboratory test abnormality, with reasonable time relationship to drug intake

• Unlikely to be attributed to disease or other drugs

• Response to withdrawal clinically reasonable

• Rechallenge not required

	Possible


	• Event or laboratory test abnormality, with reasonable time relationship to drug intake

• Could also be explained by disease or other drugs

• Information on drug withdrawal may be lacking or unclear

	Unlikely


	• Event or laboratory test abnormality, with a time to drug intake that makes a relationship improbable (but not impossible)

• Disease or other drugs provide plausible explanations


11. Concomitant drugs

Provide details of any other drugs used in the same time period. Same as above.
12. Concomitant disease

Provide details of any other disease episode and pre-existing medical conditions (e.g. allergies, smoking and alcohol use, hepatic / renal dysfunction)

13. Reporter details
Contact details are required for any follow up enquiry.
14. PI signature

PI should review the form and sign it.

Reporting Lines
Expedited Reporting If the AE is assessed as serious, the PI must report the event immediately (within 48hrs) of being made aware of the SAE on an SAE form to the MA Coordinator (or as stated in the trial protocol). This process of expedited reporting ensures that the event is recorded and gives trials sites time to carry out a full assessment in a GCP compliant manner. 
Follow-up Reporting Within 15 days of the expedited report of a SAE, the PI is required to provide a follow-up report of the event to the MA Coordinator. This process enables the classification of the event, using the additional tests and information gathered within the follow-up period to make an assessment of causality, expectedness and severity. An event may remain as a SAE (with no onward reporting to the DSMB or RA), or it may be classified as a SSAR (the latter two require onward reporting to the DSMB or RA as per the trial protocol). The follow up report should be sent within 15 days on the SAE form (same form as the one used for expedited reporting). In case of life threatening or fatal event the full follow up report should be sent to MA Coordinator/DSMBs within 7 days.

APPENDIX D SUMMARY TABLE: Safety signals potentially associated with antimalarial drugs 
(insert up to date table)
Appendix F
AE Severity Grading

(insert appropriate table here)
AE Observed





If life threatening/fatal event send full follow up report to MA Coordinator, DSMB and SWG within 7 days.





SAE must be reported immediately as expedited report to MA Coordinator.





Is it reasonably, causally associated with the trial drug?





It is an SSAR.


Assess for severity and record on appropriate form. 


Send full follow up report to MA Coordinator within 15 days to SWG, DSMB and REC as required by trial protocol








Yes





It is an SAE**.


Assess for severity and record on appropriate form. 


Send full report to MA Coordinator within 15 or as required by local regulations. A copy of the full report should be sent to SWG





** If SAE is a congenital birth defect please report on the MiP Pregnancy Outcome Assessment Form.





No





It should be reported as an SAE.





* Refer to the trial protocol for AEs Grade 3 or more that must be reported as SAEs.





It is an AE.


Assess for causality and record on AE form and file in patient’s file. 





No





It is an AE 





Yes





No





Is the event assessed as severe (Grade 3 or more)*?





Yes





Is it serious?








� The Uppsala Monitoring Centre, WHO Collaborating Centre for International Drug Monitoring (UMC: �HYPERLINK "http://www.who-umc.org/graphics/4409.pdf"�www.who-umc.org/graphics/4409.pdf� )
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