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PURPOSE
This standard operating procedure (SOP) describes the procedures required to document and report adverse events during a clinical trial.
SCOPE
This SOP applies to all persons involved in conducting clinical trials.
REFERENCES
Annotated Note for Guidance on Clinical Safety Data Management: Definitions and Standards for Expedited Reporting (CPMP/ICH/377/95), Therapeutic Goods Administration, (TGA), July 2000.
INTEGRATED ADDENDUM TO ICH E6(R1): GUIDELINE FOR GOOD CLINICAL PRACTICE E6(R2) Current Step 4 version dated 9 November 2016

DEFINITIONS
Adverse Event (or Adverse Experience, AE):  Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have to have a causal relationship with this treatment.  An adverse event (AE) can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding, for example), symptom, or disease temporally associated with the use of an Investigational product (IP), whether or not considered related to the IP.
Case Report Form (CRF): A document designed to record all of the protocol required information to be reported on each trial subject and transferred for analysis.  
Causality Assessment: An assessment of whether the adverse event is associated with the use of an IP(s). Many terms and scales are in use to describe the degree of causality (attributability) between an IP and an event, such as certainly, definitely, probably, possibly or likely related or not related.  Phrases such as “plausible relationship”, “suspected causality”, or “causal relationship can not be ruled out” are also invoked to describe cause and effect.  However, there is currently no standard international nomenclature.  The expression “reasonable causal relationship” is meant to convey in general that there are facts (evidence) or arguments to suggest a causal relationship.
Expected Adverse Drug Reaction:  An adverse drug reaction (ADR), the nature and severity of which is consistent with the current applicable product information (Investigator’s Brochure or Investigational Plan or Application).
Expedited Safety Report: There are situations in addition to single case reports of “serious” adverse events or reactions that may necessitate rapid communication to regulatory authorities; appropriate medical and scientific judgment should be applied for each situation.  In general, information that might materially influence the benefit-risk assessment of an IP or that would be sufficient to consider changes in investigational product administration or in the overall conduct of a clinical investigation represents such situations.
Investigational Product (IP): Any investigational medicine, medical device, complementary medicine, comparator/s or placebo being tested or used as a reference in a clinical trial.  This also includes all previously stated products if they have a marketing authorisation, when used or assembled in a way different from its approved form or different from the approved indication. or when used to gain further information about an approved use.
Investigator: A person responsible for the conduct of the clinical trial at a trial site.  The principal investigator (PI) is the Investigator with overall responsibility for the conduct of a study at one or more sites.
Safety Information:  Serious adverse event (SAE) reports, Council for International Organizations of Medical Sciences (CIOMS) safety reports, periodic safety update reports/line listings, IND safety reports, Medwatch etc.
Serious Adverse Event (SAE):  An adverse event (experience) or reaction is any untoward medical occurrence that at any dose:
results in death 
is life threatening
requires inpatient hospitalization or prolongation of hospitalization
results in significant disability or incapacity 
is a congenital anomaly/ birth defect; 
is an important medical event or reaction.
Sponsor: An individual, company, institution or organisation which takes responsibility for the initiation, management and/or financing of a clinical trial.
Sponsor-Investigator: An individual who both initiates and conducts, alone or with others, a clinical trial and under whose immediate direction the IP is administered to, dispensed, to or used by a subject.  The term does not include any person other than an individual (e.g. it does not include a corporation or agency).  The obligations of a sponsor-investigator include both those of a sponsor and of an investigator.
Appendices
Appendix A – Serious Adverse Event Report Template.
procedure
Adverse Event Recording
All study protocols should include procedures for recording and reporting AEs as well as the type and duration of the follow-up of subjects after AEs have occurred. 
Investigators and their staff should be trained in the definitions of AEs and the reporting requirements at site initiation (refer SOP: Site Initiation and Activation).
AEs should be reported from the time the subject has signed the informed consent form (i.e. prior to the first dose) to at least the end of the trial period.
AEs can be reported spontaneously by the trial subjects during the trial period and by responses to non-leading questions during each trial visit.
Separate AE pages will be included in all case report forms (CRFs).  Information to be recorded will be diagnosis, seriousness, date of onset and date resolved, relationship to study drug and alterations to study drug regimen (if any), and other treatments given or required.
Serious AEs (SAEs) should be recorded in the CRF and also be recorded on a SAE form. The criteria which indicate that an adverse event occurring during the clinical trial is serious and requires immediate reporting is documented in the protocol, together with the timeline and method of reporting.  
Appendix A is an example of an SAE report form template.  Variations on this template may be necessary to meet project requirements and the SAE Report form template used on the project will be included the project management plan (refer to SOP: Project Management).  
The investigators assessment of causality of each event must be documented on the SAE report.  Where the investigator cannot assess whether an event is related to use of the investigational product (IP), the designated medical monitor, will follow up with the investigator until such an opinion is made (refer SOP: Independent Data Monitoring Committee and the Medical Monitor).  The investigators causality assessment must be provided in writing from the site and later verified in source documentation.
Expedited Reporting
All ADRs that are both serious and unexpected are subject to expedited reporting to the TGA within the TGA’s defined timelines.
The TGA does not require individual overseas reports of suspected ADRs, however the sponsor must review the safety of its sponsored trials and advise the TGA within 72 hours of any significant issue that has arisen from its analysis of overseas reports or action which has been taken by an overseas regulatory agency.
Other situations which require reporting are:
An increase in the rate of occurrence of an expected, serious ADR
A significant hazard to the subject population, such as lack of efficacy with a medicinal product used in life-threatening disease
A major safety finding from a newly completed animal study.
Reporting Time Frames
Fatal or Life Threatening Unexpected ADRs
The TGA should be notified as soon as possible but no later than 7 calendar days after first knowledge by the sponsor that an event qualifies for expedited reporting and a complete report of the event within an additional 8 calendar days.
Serious Unexpected ADRs 
Serious Unexpected ADRs that are not fatal or life-threatening must be forwarded to the TGA within 15 calendar days after first knowledge by the sponsor that the even qualifies for expedited reporting.
Reporting Requirements
Investigator’s Responsibility
The investigator will:
Document all AEs and SAEs in the CRF.
Complete the SAE Form (Appendix A) for all SAE/ADRs within 24 hours of the investigator’s first knowledge, forward the completed SAE Form to the medical monitor (if applicable) (refer to SOP: Independent Data Monitoring Committee (IDMC) and the Medical Monitor).
Submit SAEs to the Human Research Ethics Committee (HREC) in accordance with the HREC’s procedures and timelines.
Sponsor’s Responsibility
The sponsor will review the SAE and inform the sponsor’s insurer of the event.
If expedited reporting is required (as per section 6.2), the sponsor will forward the SAE to the TGA as per the required timelines (refer to section 5.3) together with the study protocol and investigator brochure or product information.
Any follow up information should be reported to the TGA as soon as possible with an updated report, indicated in the “report type” section of the SAE Form.
The sponsor will also report expedited events to the respective drug manufacturer, including the active comparator.  Events associated with placebo (if known) will not require reporting to the manufacturer of the placebo.
Filing
All AEs and related correspondence will be filed as required by GCP Section 8, Essential Documents (refer to SOP: Essential Documents and Trial Master File).
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SERIOUS ADVERSE EVENT REPORT
Protocol No.: _____________________________	Site ID: _   _____________________________________
Investigator Name/ Address/Phone:_______________________________________________________
Type of Report: |_| Initial Report	|_| First and Final Report 	|_| Follow up Report #___

	Subject Initials:  ____ ____ ____
	Subject Number:  ____ ____ ____ ____ ____

	DOB:  ____/____/____
	Weight:____ |_| lb |_|kg
	Height: ____|_| cm |_|ft
	Sex:  |_| M  |_| F

	Event Onset Date
____/____/____
	Site Awareness Date
____/____/____
	Date of this Report
____/____/____
	Code Broken?
|_| Yes |_| No |_| N/A

	Serious Adverse Event (Enter one definition only):
____________________________________________________________________

	SAE Category:
|_|  Death, date: _____/_______/______
|_|  Hospitalised/prolongation of    
      hospitalisation
|_|  Persistent or significant disability
|_|  Life threatening
|_|  Congenital anomaly/birth defect
|_|  Important medical event
	Action Taken
|_|  None
|_|  Withdrawn from clinical trial
|_|  Medical therapy
|_|  Hospitalisation
|_|  Other, specify:_____________________________

	Is this Event likely to be due to Progression of an underlying disease?
|_|  No
|_|  Yes, please note disease:
_____________________________________
	Event Intensity
|_|  Mild        |_|  Moderate		|_|  Severe
|_|  Life Threatening/Disabling		|_|  Death

	
	Event’s Relation to IP (select one):
|_|  Definite					|_|  Unlikely
|_|  Probable			|_|  Unrelated
|_|  Possible					|_|  Unknown
|_|  Not Applicable

	SAE Form Completed by:
Name:__________________________________

Clinical Trial Role: ________________________

Phone #:________________________________

	

	
	Last IP treatment date prior to SAE onset:
____/____/____
Action taken with IP: 
|_| None 														|_| Ceased temporarily 
|_| Ceased completely		|_| Withdrawn due to SAE

	INVESTIGATOR SIGNATURE:

Signature:________________________________

Name:___________________________________

Date:  ____/____/____
	

	
	SAE Outcome: 
|_|  Completely resolved, date ____/____/____
|_|  Ended, due to Subject death
       (Date of Death ____/____/____)
|_|  Resolved with Sequelae, date ____/____/____
|_|  Ongoing
|_|  Worsened
|_|  Unknown

	
	



[bookmark: Check48]Page 1 of |_|
Protocol No.: _________________________Site ID: ___________________________________________
Type of Report: |_|  Initial Report	|_| First and Final Report 	|_|  Follow up Report #___
	Subject Initials: ____ ____ ____
	Subject ID:  ____ ____ ____ ____ ____

	Serious Adverse Event:
__________________________________________________________________________________________

	Descriptive Summary Of Adverse Event Or Problem, Treatment, And Outcome
Attach admission report, discharge report, progress notes, etc., if applicable

	

	

	

	

	

	

	Relevant Tests/Laboratory Data, Including Dates: 
[bookmark: Check45]Lab, pathology, autopsy, and other test reports attached |_|





	Relevant Medical History, Including Preexisting Conditions: 
[bookmark: Check46]Further information is attached in Additional Pages |_|





	Concomitant Medications At Time Of SAE Onset:
If medication continues please enter cont. in Date Stopped field

	Drug Name
(trade or generic)
	Start Date  
	Stop Date
	Route
	Freq.
	Dosage

	Reason taken

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	Or Concomitant Medication CRF Page(s) attached |_|
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PLEASE SEND THIS REPORT BY EMAIL ATTACHMENT OR FAX TO {applicable number here}
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