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1.0  Purpose
The purpose of this standard operating procedure (SOP) is to describe the procedure for submitting
reports of unanticipated problems that are non-local (external), and the local Research Ethics

Board's review of these reports.

2.0 Background

This SOP was written in response to the problem of over-reporting of non-local (external) serious
adverse events which in and of themselves provide little or no information/explanation of the impact
of the event on the study for which it was being reported to Research Ethics Boards. In response to
this issue, the European Commission, the U.S. Food and Drug Administration and the Canadian
Association of Research Ethics Boards have all developed Guidances endorsing summary
reporting of non-local (external) SAE'’s, with some accompanying form of analysis of the events.
The Guidances also confirm that single, isolated adverse events rarely meet the requirements for

reporting to the REB’s.
3.0 Definitions

Adverse Event (AE): Any untoward medical occurrence in a research participant including any
abnormal sign, symptom, or disease temporally associated with the subject’'s participation in
researcher, whether or not related to their participation in the research.

Non-local (external) adverse event: From the perspective of the REB overseeing one or more
centres engaged in a multi-centre clinical trial, non-local adverse events are those adverse events
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experienced by research participants enrolled by investigators at other centres/institutions outside
the REB’s jurisdiction.

Unanticipated Problem: any incident, experience, or outcome that meets all of the following
criteria:
¢ Unexpected (in terms of nature, severity, or frequency) given (a) the research procedures
that are described in the protocol-related documents, such as the REB approved research
protocol and informed consent document, or the Investigator Brochure; and (b) the
characteristics of the research participant population being studied; and
e Related, or possibly related to participation in the research, (possibly related means there
is a reasonable possibility that the incident, experience, or outcome may have been caused
by the [investigational product(s)] or procedures involved in the research); and
e Suggests that the research places research participants or others at a greater risk of
harm (including physical, psychological, economic, or social harm) than was previously
known or recognized.

Periodic Safety Update Report: a summary report, created by the sponsor, listing all of the
reported unexpected serious adverse events that have occurred in a given reporting period, and
which includes any significant areas of concern and the evolving safety profile of the investigational
product. Adverse events that are considered to be unanticipated problems should be reported
immediately and not be buried in a periodic report.

4.0 Responsibility

Each Investigator is responsible for reviewing and retaining copies of all non-local AE reports
received from the sponsor. The Investigator is responsible for reporting to the REB only those non-
local AE’s that might affect the rights, safety and well-being of research participants. AE reports not
meeting REB’s submission criteria are to be kept on file at the study site and made available for

review by REB upon request.

5.0 Procedures
5.1 Criteria for Reporting Non-Local Adverse Events
5.1.1 Non-local (external) adverse events should be reported to the REB in the
form of periodic summary reports, accompanied by information that is
meaningful and of use to the REB. The contents of the summary report(s)
should ordinarily, at a minimum, include a sponsor analysis of the
significance of the adverse event or perhaps such an analysis from an
independent Data Safety Monitoring Board (DSMB), with (where appropriate)
a discussion of previous similar events. Such summary reports should be
submitted as an email within the respective REMO file to the REB
Administrator responsible for that file.
5.1.2 Upon becoming aware of an individual case report of a non-local adverse
event that may represent an unanticipated problem (per the definition in
5.1.3 below), the Investigator must report it to the REB. The Investigator may
rely on the sponsor's assessment and provide the REB with a report
prepared by the sponsor,;
5.1.3 The Investigator should only submit the non-local adverse event report
(unanticipated problem) to the REB if it is:
e Unexpected, AND
o Related or possibly related, AND
o Suggests that the research places research participants or others at a greater
risk of harm, AND
e Requires a change to the protocol and/or informed consent form and/or
requires immediate notification to participants for safety reasons;
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5.1.4 The non-local adverse event report must include all of the following
information:

e The description of the unanticipated event

o All previous safety reports concerning similar adverse events (as
provided by the sponsor) ‘

e An analysis of the significance of the current adverse event in light of
previous reports, and \

e The proposed protocol changes, informed consent form changes or
other corrective actions to be taken by the sponsor in response to the
event;

5.1.5 Individual non-local adverse event reports that meet ALL of the above criteria
must be reported to the REB within 30 calendar days of the Investigator
receiving the report;

5.1.6 The Investigator should continue to report unanticipated problems to the REB
until the study is closed even if no local participants are currently enrolled in
the study.

5.2  Review of Non-local Adverse Events by the REB

5.2.1 Upon receipt of non-local adverse event report, the REB will review the
submission and request any clarifications, missing documents or information;

5.2.2 If a non-local adverse event report does not meet the submission
requirements, an email will be sent back to the Investigator (or delegate) with
a description of the reporting requirements;

5.2.3 The Chair or delegate will conduct an initial review of the report and
determine any action or follow-up required,;

5.2.4 The Chair may choose to act on the information immediately (e.g., suspend
enrolment); however, if the Chair determines that immediate action is
required, the adverse event should be reported to the Full Board at the next
available committee meeting;

5.2.5 When reviewing a report of an unanticipated problem, REB should assess the
appropriateness of any proposed corrective or preventative measures by the
sponsor and/or Principal Investigator, consider any additional appropriate
measures that may or may not have been identified or proposed by the
sponsor and/or Principal Investigator, and consider whether the affected
research still satisfies the requirements for REB approval. In particular, REB
should consider whether risks to research participants are still minimized and
reasonable in relation to the anticipated benefits, if any, to the research
participants and the importance of the knowledge that may reasonably be
expected to result. REB should consider whether some or all of the research
participants should be notified of the unanticipated problem (i.e., if it may
affect the participant’s willingness to participate in the research). REB should
also consider whether suspension or termination of the research or research
site is warranted,;

5926 Ifthe REB determines that the event does not raise concerns about risks to
research participants, the REB may decide that no further action needs to be

taken.

5.3 Documentation
5.3.1 The REB will not acknowledge receipt and review of the non-local adverse

event report, as the receipt of this to the REB can be verified through the
REMO system as a line in the history log;

5.3.2 If any follow up or clarification is required, the REB will email the study team
through REMO;
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5.3.3 ltis the Principal Investigator’s responsibility to retain copies of all non-local
adverse event reports in the Investigator Study File.
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