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1 PURPOSE
In undertaking the responsibility of sponsor for a clinical trial conducted in Australia, QUT must adhere to the requirements of the Therapeutic Goods Administration (TGA) and the NHMRC Safety Monitoring and Reporting in Clinical Trials Involving Therapeutic Goods. This Standard Operating Procedure (SOP) describes the procedures required to document and report adverse events during a clinical trial sponsored by QUT. 
2 SCOPE
This SOP applies to all persons involved in conducting clinical trials sponsored by QUT.
3 REFERENCES
· Integrated Addendum to ICH E6(R1): Guideline for Good Clinical Practice ICH E6(R2)* - Annotated with TGA comments

· NHMRC guidance: Safety Monitoring and Reporting in Clinical Trials Involving Therapeutic Goods, November 2016

· NHMRC guidance: Data Safety Monitoring Boards (DSMBs)

· QUTSOPCT 19 Independent Data Monitoring Committee (IDMC) And the Medical Monitor.
4 DEFINITIONS
	Adverse Event (AE) for investigational medicinal product 


	Any untoward medical occurrence in a patient or clinical trial participant administered a medicinal product and that does not necessarily have a causal relationship with this treatment.

	Adverse Event (AE) for investigational medical device
	Any untoward medical occurrence, unintended disease or injury, or untoward clinical signs (including abnormal laboratory findings) in participants, users or other persons, whether or not related to the investigational medical device.

	Adverse Reaction (AR)


	Any untoward and unintended response to an investigational medicinal product related to any dose administrated. 

All adverse events judged by either the reporting investigator or the sponsor as having a reasonable possibility of causal relationship to an investigational medicinal product or device would qualify an adverse reaction. 

	Device Deficiencies
	Inadequacy of a medical device with respect to it identity, quality, durability, reliability, safety or performance.

	Investigational Medical device (IMD) 
	Medical device being assessed for safety or performance in a clinical investigation.

Note: this includes medical devices already on the market that are being evaluated for new intended uses, new populations, new materials or design changes.

	Unexpected Adverse Drug Reaction
	An ADR, the nature or severity of which is not consistent with the applicable product information.

	Serious AE or AR or ADE


	Any untoward medical occurrence that at any dose:

· Results in death

· Is life-threatening

· Requires inpatient hospitalisation or prolongation of existing hospitalisation

· Results in persistent or significant disability/incapacity, or

· Is a congenital anomaly/birth defect.
An adverse device effect that has resulted in any of the consequences characteristic of a serious adverse event. 

	Suspected Unexpected Serious Adverse Reaction (SUSAR)
	An adverse reaction that is both serious and unexpected.

	Unanticipated Serious Adverse Device Effect (USADE)
	Serious adverse device effect which by nature, incidence, severity or outcome has not been identified in the current version of the risk analysis report.

	Significant Safety Issue (SSI)
	A safety issue that could adversely affect the safety of participants or materially impact on the continued ethical acceptability or conduct of the trial


5  PROCEDURES

5.1 Adverse Event Recording
5.1.1 All study protocols should include procedures for recording and reporting AEs as well as the type and duration of the follow-up of participants after AEs have occurred. The trial protocol should also describe any serious adverse events that do not require immediate reporting.
5.1.2 AEs should be reported from the time the participant has signed the informed consent form (i.e. prior to the first dose) to at least the end of the trial period.
5.1.3 AEs can be reported spontaneously by the trial participants during the trial period and by responses to non-leading questions during each trial visit.

5.1.4 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.

5.1.5 Serious AEs (SAEs) should be recorded in the CRF and also be recorded on a SAE Form (Appendix A).

5.2 Expedited Reporting
5.2.1 All ARs that are both serious and unexpected are participant to expedited reporting to the TGA.
5.2.2 The TGA does not require individual overseas reports of suspected ARs, however QUT 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.
5.2.3 Other situations which require reporting are:

· An increase in the rate of occurrence of an expected, serious AR

· A significant hazard to the patient 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.
5.3 Reporting Time Frames

5.3.1 Fatal or Life Threatening Unexpected ARs

The TGA should be notified as soon as possible but no later than 7 calendar days after first knowledge by QUT that an event qualifies for expedited reporting for Australian participants and a complete report of the event within an additional 8 calendar days.

5.3.2 Serious Unexpected ARs 
Serious Unexpected ARs that are not fatal or life-threatening must be forwarded to the TGA within 15 calendar days after first knowledge by QUT that the even qualifies for expedited reporting.

When reporting a SUSAR to the TGA, the blind should generally be broken by QUT. 

5.4 Reporting Requirements
5.4.1 Investigator’s Responsibility
The investigator will:

· Capture and assess all AEs, device deficiencies and SAEs in the CRF and in accordance with the study protocol.
· Complete the SAE Form (Appendix A) for all Serious Adverse Events/ARs, except those that are identified in the protocol as not needing immediate reporting within 24 hours of the Investigator’s first knowledge, forward the completed SAE Form to the Medical Monitor (if applicable) (refer to QUTSOPCT 19) and to QUT’s CTM/UREC.
· Report any occurrences of congenital anomaly/birth defect arising from any pregnancy of a participant (or partner) to the QUT’s CTM and UHREC.
· Report to QUT’s CTM/UHREC within 72 hours of becoming aware of the event of all SUSARs, USADEs arising from other site involved in the trial.
· Submit an annual safety report or any SSI to the Reviewing Human Research Ethics Committee (HREC) in accordance with the HREC’s procedures and timelines.
5.4.2 QUT’s Responsibility

5.4.2.1 The CTM will review the SUSAR, USADE and inform QUT’s insurance manager of the event.

5.4.2.2 If expedited reporting is required (as per section 5.2), the CTM will forward the SUSAR, USADE to the TGA as per the required timelines (refer to section 5.3) together with the study protocol and Investigator Brochure, Instructions for Use (IFU) or Product Information.

5.4.2.3 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.

5.4.2.4 The CTM will also report expedited events to the respective drug manufacturer, including the active comparator as per agreed arrangements. Events associated with placebo (if known) will not require reporting to the manufacturer of the placebo.

6 APPENDICES

Appendix A – SERIOUS ADVERSE EVENT FORM
7 REVISION HISTORY

	SOP Version
	Description of Changes

	1.0
	New SOP

	2.0
	Revised SOP to update CTM definition

	3.0
	Revised SOP to update references and update safety definition
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