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1. PURPOSE AND SCOPE

This Standard Operating Procedure (SOP) describes the process for the identification, documenting, processing and reporting of adverse events and adverse drug reactions during the conduct of a clinical trial in Australia.  This includes expedited reporting to the TGA when required.

[bookmark: _GoBack]ICH-GCP:2016 Section 4.11 requires the appropriate processing of all adverse events (AEs), whatever the severity and irrespective of whether the adverse event is suspected as being related to the investigational product or not.  

This SOP is applicable to all phases of clinical investigation of medicinal products, devices and diagnostics.


2. RESPONSIBILITIES AND AUTHORITIES
 

All personnel associated with a clinical trial have a responsibility to identify, record and report all AEs or adverse drug reactions (ADRs) that they are made aware of.

The Sponsor is responsible for providing expedited reports to the TGA in accordance with ICH-GCP:2016 and the Note for Guidance for expedited safety reporting (CPMP/ICH/377/95) annotated with TGA comments. The Sponsor is also responsible for providing to the TGA, in a timely manner, follow-up reports and additional information through to the resolution of the expedited report.

The sponsor is responsible for informing all other Investigators working on the study of any serious adverse drug reactions (SADRs) that have been subject to expedited reporting to the TGA.

The Investigator, or delegated, appropriately qualified and trained person, is responsible for documenting all AEs and ADRs, following up all AEs/ADRs to resolution and for reporting SAEs/SADRs to the Sponsor within a pre-defined timeframe.

Where the Investigator is not acting as the Sponsor, the Investigator must keep the Sponsor fully informed regarding updates as they are received.  This will enable the Sponsor to fulfil their responsibilities to the TGA.

If the Investigator is also acting as the Sponsor (i.e. in an Investigator-initiated trial) then the Investigator must fulfil all the responsibilities listed in this SOP that are assigned to the Sponsor.


3. DEFINITIONS

	Term
	Definition

	Adverse Drug Reaction (ADR)
	In the pre-approval clinical experience with a new medicinal product or its new usages, particularly as the therapeutic dose(s) may not be established: all noxious and unintended responses to a medicinal product related to any dose should be considered adverse drug reactions. The phrase responses to a medicinal product means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility, i.e. the relationship cannot be ruled out.
Regarding marketed medicinal products: a response to a drug which is noxious and unintended and which occurs at doses normally used in man for prophylaxis, diagnosis, or therapy of diseases or for modification of physiological function (see the ICH Guideline for Clinical Safety Data Management: Definitions and Standards for Expedited Reporting).

	Adverse Event (AE)
	Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. An adverse event (AE) can therefore be any unfavourable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal product

	Causality
	The causal relationship of all adverse events (whether considered to be serious or non-serious, and including abnormal laboratory values) to the Investigational Product should be assessed by the investigator (or medically qualified delegate) using the following classifications:

Not Related: In the investigator’s opinion, there is not a causal relationship between the Investigational Product and the adverse event 

Unlikely: The association between the adverse event and Investigational Product is such that the Investigational Product is not likely to have any reasonable association with the adverse event

Possible: The adverse event could have been caused by the study subject’s clinical state or the Investigational Product

Probable: The adverse event follows a reasonable time sequence from the time of Investigational Product administration, abates upon discontinuation of the Investigational Product and cannot be reasonable explained by the known characteristics of the study subject’s clinical state 

Definitely: The adverse event follows a reasonable time sequence from the time of Investigational Product is administered or reappears when the Investigational Product is re-introduced.

	Clinical Study Report
	A written description of a trial/study of any therapeutic, prophylactic, or diagnostic agent conducted in human subjects, in which the clinical and statistical description, presentations, and analyses are fully integrated into a single report (see the ICH Guideline for Structure and Content of Clinical Study Reports).


	Expectedness
	Expected 
An adverse reaction, the nature or severity of which is consistent with the applicable product information (eg. Investigator’s Brochure for an unapproved medicinal product).
Unexpected 
An adverse reaction, the nature or severity of which is not consistent with information in the relevant source document (eg. Investigator’s Brochure for an unapproved medicinal product).

	Expeditable Events
	All adverse events and adverse reactions that are caused due to the Investigational Product, and are both serious and unexpected must be subject to expedited reporting to regulatory authorities.

Medical and scientific judgement should be exercised when deciding whether expedited reporting is appropriate in other situations.  E.g. significant medical events that may not be immediately life-threatening or result in death or hospitalisation but may jeopardize the patient. These may also be considered serious. Examples of such events are intensive treatment in an emergency room or at home for allergic bronchospasm; blood dyscrasias or convulsions that do not result in hospitalization or development of drug dependency or drug abuse.

	Good Clinical Practice (GCP)
	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.


	Independent Ethics Committee (IEC) / Human Research Ethics Committee (HREC)
	An independent body (a review board or a committee, institutional, regional, national, or supranational), constituted of medical professionals and nonmedical members, whose responsibility it is to ensure the protection of the rights, safety and well-being of human subjects involved in a trial and to provide public assurance of that protection, by, among other things, reviewing and approving / providing favourable opinion on, the trial protocol, the suitability of the investigator(s), facilities, and the methods and material to be used in obtaining and documenting informed consent of the trial subjects.
The legal status, composition, function, operations and regulatory requirements pertaining to Independent Ethics Committees may differ among countries, but should allow the Independent Ethics Committee to act in agreement with GCP as described in this guideline.

	International Conference on Harmonization (ICH)
	International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use is a joint initiative involving both regulators and research-based industry focusing on the technical requirements for medicinal products containing new drugs.

	Investigational Product (IP)
	A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorization when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.
OR
Any investigational medicine or device, reference product or device or placebo being tested or used as a reference in a clinical trial. 

	Investigator
	A person responsible for the conduct of the clinical trial at a trial site. If a trial is conducted by a team of individuals at a trial site, the investigator is the responsible leader of the team and may be called the principal investigator.  See also Sub-investigator.

	Investigator’s Brochure
	A compilation of the clinical and nonclinical data on the investigational product(s) which is relevant to the study of the investigational product(s) in human subjects. 

	
Investigator-initiated Trial
	Each institution may have its own definition, but the following may be used as a guide to the characteristics of an investigator-initiated trial: 
· A pharmaceutical/device company is not acting as the sponsor for the purpose of the CTN Scheme application
· A pharmaceutical/device company is not directly funding the conduct of the study, that is, making payment to the relevant hospital or investigator
· The clinical trial addresses relevant questions and not industry needs
The Principal Investigator or Hospital/institution is the primary author and custodian of the protocol

	Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (SADR)
	Any untoward medical occurrence that at any dose of the IP: 
· results in death
· is life-threatening
· requires inpatient hospitalization or prolongation of existing hospitalization (usually at least overnight)
· results in persistent or significant disability/incapacity i.e. a substantial disruption of a person’s ability to undertake normal life functions
or 
· is a congenital anomaly/birth defect

	Severity
	The severity for adverse events should be assessed as detailed below, as per the current version of the Common Toxicity Criteria (CTC) or otherwise as detailed in the study protocol.

Mild: An adverse event that is easily tolerated by the subject causing minimal discomfort and not interfering with normal daily activities 

Moderate: An adverse event sufficiently discomforting as to interfere with normal daily activities 

Severe: An adverse event which is incapacitating and prevents normal everyday activities  

It should be noted that an adverse event that is considered to be ‘severe’ may not necessarily be considered to be ‘serious’ or of major medical significance.

	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 investigational product 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 those of an investigator

	Sub/Associate/Co-investigator
	Any individual member of the clinical trial team designated and supervised by the investigator at a trial site to perform critical trial-related procedures and/or to make important trial-related decisions (e.g., associates, residents, research fellows).  See also Investigator.

	Suspected Unexpected Serious Adverse Drug Reaction (SUSAR)
	A serious adverse event (see definition above) for which there is some degree of probability that the event is an adverse reaction to the administered drug, and the adverse reaction is unexpected.



4. PROCEDURE

4.1 	Investigator Responsibilities

To comply with the ICH-GCP:2016 and TGA requirements for documentation and reporting of adverse events originating from clinical trials, the Investigator is required to do the following: 


4.1.1	Identification of an AE or ADR 

4.1.1.1	Study subjects should be monitored by the Investigator (or appropriately qualified medical delegate) for the occurrence of AEs and ADRs, including SAEs and SADRs, in accordance with the protocol.  This will usually be for a minimum of 30 days or 5 half-lives following the last dose of the investigational product (IP) (whichever is longer).

4.1.1.2	AEs or ADRs may be identified by any of the following mechanisms:

· Observation by the Investigator or investigational site personnel
· Reporting of abnormal, clinically significant laboratory values
· Spontaneous report by the study subject
· Reported by study subject in response to a direct non-leading question by the Investigator or investigational site personnel
· Information received from another medical facility where the study subject has been treated (e.g. emergency room in another hospital)

4.1.2	Assessing the AE or ADR 

[bookmark: _Toc494878854][bookmark: _Toc531681879]4.1.2.1 	An appropriately qualified medical person must assess the AE/ADR to determine:

· The severity
· The relationship to the IP (causality)
· The expectedness of the event 

[bookmark: _Toc494878855][bookmark: _Toc531681880]4.1.2.2 	The AE/ADR must be processed as appropriate to the severity, relationship to the IP and expectedness as described in this SOP.

[bookmark: _Toc494878857][bookmark: _Toc531681882]4.1.3	Documenting all AEs/ADRs
 
The Investigator (or delegate) must document the following in both the subject’s medical notes and the case report form (CRF):

4.1.3.1	The initial identification of the AE/ADR.

4.1.3.2	The severity, the relationship to the IP and the expectedness.

4.1.3.3	If the subject stopped taking the IP then the date and time of the last dose taken.

4.1.3.4	Any concomitant medication prescribed and/or taken by the subject as a result of the AE/ADR.

4.1.3.5	Any changes in the AE/ADR over time.  E.g. change in severity, increase or decrease in dose of concomitant medication.

4.1.3.6	The final outcome of the AE/ADR.

4.1.3.7	For Device trials, the Investigator must maintain a permanent record of patient identification, study protocol number and device serial number or other tracking detail for the lifetime of the device, to enable a rapid response if device safety issues arise.

4.1.4	Documenting SAEs/SADRs

4.1.4.1	AEs and ADRs that are determined to be serious must be documented on an SAE form as well as in the CRF.  The CIOMS-1 form may be used for this purpose (see Appendix 1; form also available from http://www.cioms.ch/index.php/cioms-form-i).

4.1.4.2	If the CIOMS-1 Form is not used then the alternative format must contain, as a minimum, the same information as the CIOMS-1 form.

4.1.4.3	For SAEs and SADRs all follow-up information and additional information must be documented in both the CRF and on the SAE form.  The Investigator or delegate should ensure that this information is complete and contains all the required information that is relevant to the SAE/SADR.

4.1.5	Reporting Responsibilities of the Investigator 

4.1.5.1	In the event of SAEs/SADRs or other medically important event, the Investigator should notify the Sponsor within 24 hours of the Investigator becoming aware of the event (or as otherwise prescribed by the protocol). This initial notification may occur by telephone, but the completed SAE form should be provided to the Sponsor as soon as possible.

4.1.5.2	The Investigator must notify the institutional ethics committee of SAEs / SADRS / SUSARs, in line with institutional procedures and as per any specific ethics approval conditions related to the particular study.

4.1.5.3	The Investigator must notify the HREC of any information received from the Sponsor that may be new and have an impact on the continued ethical acceptability of the trial, or may indicate the need for amendments to the trial protocol, including monitoring of safety.

4.1.5.4	The Investigator must comply with the applicable regulatory requirement(s) related to the reporting of SUSARs to the TGA and the HREC.

4.2 	Sponsor Responsibilities

To comply with the ICH-GCP:2016 and TGA requirements for documentation and reporting of adverse events originating from clinical trials, the Sponsor is required to do the following: 



4.2.1	Reporting of Non-Serious AEs and ADRs by the Sponsor

4.2.1.1	If the AE/ADR is confirmed by the Sponsor as meeting a criteria for a ‘serious’ AE/ADR, the Sponsor must assess whether the SAE/SADR should be subject to expedited reporting (see section 4.8).

4.2.1.2	AEs and ADRs that are not serious AND are ‘expected’ do not require expedited reporting.

4.2.1.3	AEs and ADRs that are not serious and are ‘expected’ are tabulated in the final Clinical Study Report.

4.2.1.4	For studies relating to marketed products, AEs and ADRs that are non serious and are ‘expected’ are reported by the Sponsor to the TGA via the Periodic Safety Update Reports.
[bookmark: _Toc494878856][bookmark: _Toc531681881]
4.2.2	SAE Register

4.2.2.1	An SAE Register must be maintained by the Sponsor for each protocol.  The SAE Register will be used to maintain a log of all the SAEs and SADRs that have occurred on the study.  An example is shown in Appendix 2.

4.2.2.2	Each SAE/SADR must be allocated a unique identification number.  The format may be specified in the protocol.  If the protocol does not specify the format of the unique identification number consider using a format such as XXX-YYY-999.

			Where:

· XXX identifies the IP
· YYY identifies the study
· 999 indentifies the specific SAE case

4.2.2.3	The SAE Register should, at a minimum, contain the following information for each adverse event:

· unique identification number
· site identifier
· subject number
· date of the event 
· IP
· Brief description of the adverse event
· assessment of causality
· assessment of expectedness
· name/position of reporter
· date notified to the Sponsor’s medical monitor (if applicable)
· dates of follow-up information requested and received
· date of notification to the TGA 
· any Regulatory Agency Reference Number as provided by the TGA




4.2.3	Expedited Reporting to the TGA

4.2.3.1	Expeditable Events

4.2.3.1.1	SAEs and SADRs that are serious AND ‘unexpected’ AND are causally related to the IP (or are suspected of being causally related to the IP) (i.e. SUSARs) must be expedited, i.e. subject to rapid reporting to the Adverse Drug Reactions Advisory Committee (ADRAC) at the TGA.

4.2.3.1.2	In addition to single events there are situations that may necessitate expedited communication to the TGA. For example, if information obtained might influence the benefit-risk assessment of an IP.  This might include a clinically significant increase in the occurrence of an expected SAE or lack of efficacy when treating a life-threatening condition.

4.2.3.2	Reporting Timeframes

4.2.3.2.1	For fatal or life-threatening SUSARs the initial report must be sent to the TGA within seven calendar days of first knowledge by the Sponsor of the report.  A follow-up with a complete report must be sent to the TGA within an additional eight calendar days.

4.2.3.2.2	For all other SUSARs a full report must be sent to the TGA no later than 15 days after first knowledge by the Sponsor.

4.2.3.3	Minimum Criteria for Reporting to the TGA

4.2.3.3.1	The minimum criteria for reporting to the TGA are: 

· An identifiable subject
· A suspect IP
· An identifiable reporting source
· An event that is serious, unexpected and suspected as being causally related to the IP

If the minimum criteria for reporting are not available the Sponsor should submit any available information.  The remaining information should be provided as soon as it is available.

4.2.3.4	Initial Reporting Format for the TGA 

4.2.3.4.1	For fatal or life-threatening SADRs the initial information may be provide to the TGA in the form of a detailed summary such as the ADRAC ‘Blue Card’ (see Appendix 3). 

4.2.3.4.2	If the ‘Blue Card’ is not used then the format used must contain the same information as the ‘Blue Card’.




4.2.3.5	Follow-Up Reports

4.2.3.5.1	When providing additional information to the TGA the CIOMS-1 may be used (see Appendix 1).  Continuation sheets or other documentation should be provided, as necessary, to the TGA to provide full and detailed information to the TGA.  The completed SAE form should contain a narrative description of the event. This narrative may be included in the final Clinical Study Report.

4.2.3.5.2	Every effort should be made to obtain outstanding SAE information as soon as possible. All attempts to obtain follow-up information, whether or not successful, should be fully documented. If information is not available, the Investigator should be asked to provide written confirmation to this effect.

4.2.4	Informing Other Investigators

4.2.4.1	The Sponsor must inform all other Investigators working on the study of the expedited SADR.  If one Investigator is acting as the Sponsor then this responsibility lies with that Investigator.

4.2.5	Informing the IEC

4.2.5.1	The Sponsor (through the Investigator) must inform the IEC of any new or revised information that may have an impact on the continued ethical acceptability of the trial.  This includes all reports that are subject to expedited reporting to the TGA.

4.2.5.2	Such information may indicate the need for amendments to the Investigators Brochure and trial protocol, including amending the monitoring of the safety of subjects.

4.2.5.3	The Sponsor must provide to the IEC on a minimum six-monthly basis, a listing of all SUSARs (Australian and international), occurring with an IP or device.


4.3 	Managing SAEs and SADRs in Blinded Studies

4.3.1	It is advantageous to retain the blind for all subjects prior to final data analysis.  However, when a serious adverse reaction is determined to be reportable on an expedited basis, it is recommended that the blind be broken by the Sponsor for that one specific subject only.  If the Investigator is not acting as the Sponsor the Investigator may, depending on the circumstances, remain blinded.
	
4.3.2	When a fatal or other ‘serious’ outcome is the primary efficacy endpoint in a trial, the integrity of the clinical investigation may be compromised if the blind is broken. Under these circumstances it may be appropriate to reach agreement with the TGA in advance concerning SAEs that would be treated as disease-related and not subject to routine expedited reporting.
	
4.3.3	It is recommended that when possible and appropriate, the blind be maintained for specific personnel such as biometrics personnel responsible for analysis and interpretation of results at the study’s conclusion. 

4.4	Pregnancy

4.4.1	Pregnancies that occur after the IP has been administered to the subject must be documented.  However, this is not considered to be an SAE.  
	
4.4.2	The outcome of the pregnancy should be documented by the Investigator and reported to the Sponsor.   The mother will be required to provide written informed consent for permission for the documentation of this information. 
	
4.4.3	If a congenital anomaly or birth defect occurs it must be reported by the Sponsor to the TGA as an SAE.

 
5.	COMPLIANCE WITH THIS SOP

Standard Operating Procedures are a fundamental requirement of ICH-GCP:2016 and as such must be adhered to.  Deviations from, and violations of, SOPs must be appropriately documented and filed in the Study Files to which the deviation or violation relates.


6.	LIST OF APPENDICES

	Appendix 1: CIOMS-1 Form
Appendix 2: SAE Register
Appendix 3: ADRAC ‘Blue Card’


7.	REFERENCED DOCUMENTS

· Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95) annotated with Therapeutic Goods Administration (TGA) comments (dated July 2000)

· Note for Guidance on Clinical Safety Data Management: Definitions and Standards for Expedited Reporting (CPMP/ICH/377/95) annotated with Therapeutic Goods Administration (TGA) comments (dated July 2000)

· The Australian Clinical Trial Handbook, March 2006.

· Common Toxicity Criteria published by the US Department of Health and Human Services
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Appendix 2: Example of an SAE Register
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GCP-005 Safety Reporting Requirements for Clinical Trials Conducted in Australia Version 1.0 Updated October 2019

GCP-005 Safety Reporting Requirements for Clinical Trials Conducted in Australia Version 1.0


SAE Register

Protocol Number: 

Site:


	ID
	Sub. No.
	Date of Event
	IP
	Brief Description
	Causality 
	Expected
	Reporter
	Date Reported to Sponsor
	Dates Follow-up Received
	Date TGA Notified
	TGA Ref. No.

	
	
	
	
	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	
	
	
	
	



Note: To determine the causality, refer to the definitions in the SOP









Appendix 3: ADRAC ‘Blue Card’
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