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Definitions

Commonly Used Terms

le_

CTCAE

The NCI Common Terminology Criteria for Adverse Events (CTCAE). Provides a
descriptive terminology that is to be utilized for AE reporting. A grading
(severity) scale is provided for each AE term.

Date of Discovery

The date when you have the minimum information required to report
an event (CTCAE term, grade, attribution to each protocol treatment,
attribution to underlying cancer diagnosis).

Routine Adverse Event. An AE which does not meet the criteria for

Routine AE , ,
serious adverse event reporting.
Recommended The recommendation to report an SAE is based on basic reporting
Reporting Actions rules. *Note the recommendation is not always correct. SAE reporting
P g should always be done in accordance with the criteria outlined in the
(RAVE) protocol (or the 8/22/2024 CTEP Memo).
Recommended Edit - The report has been started but not submitted.
Actions (CTEP- Create - The report has yet to be started.
AERS) Amend - The report has already been submitted but needs to be updated.
Serious Adverse Event. An AE that results in any of the following
SAE outcomes: Death, Life-threatening, Hospitalization/prolongation of

hospitalization, Disability, Birth defect, Important medical event. Consult
with protocol specific requirements to determine reportability.

VVerbatim Term

The original wording provided by the patient or clinician to
describe an event.
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https://www.ctsu.org/readfile.aspx?fname=whatsnew%2fMemo-GlobalSafetyUpdate-CTEP-IND-IDE-Trials-20240822.pdf

Types of Reports

The 24-hour notification is required as an early detection
24-Hour Notification system for potential safety problems. Its submission is due to
the NCI within 24 hours of learning of an event.

Submit the complete CTEP-AERS Expedited Report
within 5 calendar days after the 24-hour notification.

5 Day Follow Up

Submit the complete CTEP-AERS Expedited Report
within 10 calendar days after the 24-hour notification.

10 Day Follow Up

For Commercial Agent(s) Only: Due within 10
calendar days after notification of an event.

10 Day Expedited Report

HOW LONG WILL A PENDING REPORT
REMAIN IN THE SYSTEM?

5 Day Report

The unsubmitted report is automatically removed 8 days after
the submission of the 24-Hour Notification.

/
[ ] 10 Day Report

The unsubmitted report is automatically removed 11 days
after the submission of the 24-hour Notification of the 10 Day
Expedited report.
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Getting Started

ldentify an Event

SERIOUS
! ADVERSE
EVENT

Confirm the following with the protocol:

e Does the event meet the seriousness criteria and grade for the appropriate treatment arm
assigned.

¢ Does the event require expedited reporting as an AESI?
e Isthe event and grade listed on the SPEER exclusion list?

Collect, at minimum, the required information to report the serious
adverse event. (CTCAE term, grade, attribution to each protocol
treatment, attribution to underlying cancer).

Enter the event(s) on the AE Report form in RAVE.

Complete the CTEP-AERS SAE report.
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RAVE Entry

THE FOLLOWING ITEMS ARE MANDATORY BEFORE
ENTERING ADVERSE EVENTS INTO RAVE:

Onstudy: Patient and Disease Description -
Baseline and On Treatment Vital Status forms.

The appropriate patient status form in order to
roll out the course/cycle folder for the period for
which the AE has occurred.

Data entry on the previous cycle/course
AE form, if applicable.
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RAVE Entry

Entering the Adverse Event

Adverse Events: Assessment data

Enter course information data in the

cycle in which the event occurred.

*If the event occurs mid-cycle, enter the current date as the cycle end date.

Subject:

Page: Adverse Events: )

Assessment - Cycle 01 [
Instructions: Please complete this form after each cycle.
Reporting period start date[?) 1Dec 2021 & % &
Reporting period end date?] 29 Dec 2021 & &l
Were adverse events assessed Yes &% @

during this time period?
If yes, did the patient experience
any adverse events during this Yes (9 % &
reporting period?

Date of most recent advearse avent
assessment

29 Dec 2021° @ ¥ &
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RAVE Entry

Entering the Adverse Event, Continued

Enter Adverse Event data

Fage: Adverse Events: Report - Cycle 01

Form Instructions (2

* Red asterisk before a field denotes that it is required by the system for rules evaluation.

* Start date of Hhis Courseicyc

* Start date of st courseicycls (demved)

“Adverse event grade description Treatment Life- T Required SAE report
& “Adverse event term (CTCAE Attributicn to d for th I yes, concomitant agent N Hospitalization threat DeathDisability  anocmaly/birth b Oth ded
v5.0) ) study intervention|"®C#1¥® is s one = threatening = = et intervention Other recommende
'l charactars) AE # % i (e
ngal, or antiviral Coygen. DuoNebs, Rocephin
1 | Lumg infaction b, invasive inftavention | = Yas Zosyn, azithromycin & No™
morphine -
) ngal, of antiral T —
2 Wrinary et infection® intervention indicated, invasive intervention | _ ves® Ir ":E;:]";E'”"fi L -\ g No®
ind d *

3 | Hypealbuminemia {13 <LLN - 3 gidL; <LLN - 30 giL - Mo - " Na™
4 | Whnite blod el decreased 2) <3000 - 2000imm3; <3.0- 2.0 X 1089 L | _ Mo L v No®
5 | Meutrophd count decreased (1) <LLN = 1500'mm3; <LLN - 1.5 x 1089 /L | _ Mo E. o no®
= o 2) Asyrmptornatic aMusion size small to P
6 | Paricardial efusion man:cr:lﬁ:f s = = B Ma L W Ng®

Cardiac disorders - Other, (1) Asymptomatic or mild symptoms; clinical -
7 | specify (Coronary artery 5 Oy, - Mo L ¥ Mo

digaage)
8 |Waight loss = Mo = v No®

The seriousness criterion “Required Intervention”
should only be used in DEVICE studies.

. Congenital -
Hospitalization ., " DeathDisability anomaly/birth e sl

None threatening = intepfegion
? ~ defect .

| 5]

Send all AEs for evaluation on the Expedited Reporting Evaluation Form

Fage: Expedited Reporting Evaluation - Cycle 01

S 1ar

Im
15}

valuation > &
Recommended action for repont (derived]

(] Click this link to complete the safety report CREATE™

Report ID (derived) REF0051825% &
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Navigating to
CTEP-AERS

In the event an expedited report is
recommended by CTEP-AERS or
required per protocol requirements,
the user will proceed to the CTEP-

AERS system to complete the
expedited reporting process.

Users must access the CTEP-
AERS application from RAVE when
initializing a report, or when
editing/amending™* an already
existing report by clicking on the
link provided on the Expedited

Reporting Evaluation form.

*When editing/amending a report with
information not included in RAVE
(CTCAE term, grade, attribution, or
seriousness criteria), changes will be
made directly within CTEP-AERS.

Send all AEs for evaluation

i = - 0 CorniaTe Trne
| L | LI .l HiSLS L =

Report ID (derved)

Fage: Expedited Reporting Evaluation - Cycle 01

Recommended action for report (denved)

SATET

— o —
TfrREFATF ¥
e S Y

REP0051825% ()
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CTEP-AERS

Completing the Report

° 6.Subject Details » 7.OtherCawses » 8.labs >~ ¥ 9 Awribution )~ 10.Review & Submit

+ Qutlined and colored tabs represent the page currently accessed.

» Tabs marked with "*"

are mandatory and the section must be completely entered prior to report submission.
. Tabs marked with "¥* indicate that the section is completed.

Mote that the Reporter page (Tab 1) must be completed and saved to generate the report ticket number.

Enter the contact information for both the Reporter and the
01 Reporter Physician. If the treating physician is reporting the event, click
in the box next to If the Physician is the same as the Reporter.

Enter the verbatim term for those events to be included on
02 Adverse Events the report. Deselect any events that should not be included in
the report by clicking Edit Adverse Events.

Enter detailed information to evaluate the event(s). Include
information for all of the events included on the report.
Detailed information can include presentation of the event,
treatment of the event, clinical findings, and timing of the
event in relation to study interventions. Be as complete as
possible.

03 Describe Event

This section describes the Course/Cycle the patient was
on at the time of the serious adverse event(s).

04 Course/Cycle

Stud Add all protocol treatment the patient was randomized to here.
Y *In the event the patient does not receive the intended

05 )
Interventions treatment, “0” can be entered for the Total Dose Administered.
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CTEP-AERS

Completing the Report, Cont.

© 6.Subject Details » 7.OtherCauses » 8.labs >~ 9 Auribution »° 10.Review & Submit

+ Qutlined and colored tabs represent the page currently accessed.
= Tabs marked with "*" are mandatory and the section must be completely entered prior to report submission.
« Tabs marked with "¥* indicate that the section is completed.

Mote that the Reporter page (Tab 1) must be completed and saved to generate the report ticket number.

Enter the following information:

General - demographic information about the patient

Disease Information - information about the patient’s primary,
initial disease site

Metastatic Disease Site - the location(s) of disease spread

06 Su bject Details Pre-Existing Conditions - contributing medical conditions
present in the patient prior to participating in the study
Concomitant Medications - prescription and over-the-counter
drugs that are relevant to the SAE

Prior Therapies - relevant prior therapies for the underlying
cancer

Enter information regarding any other circumstances possibly
07 Other Causes related to the event or other situations that may have
contributed to the event.

08 Labs Enter any labs pertinent to the adverse event(s).

. . Enter the relationships (attributions) to the adverse event(s). *There
09 Attribution must be a minimum of one attribution of at least possibly related*

Review the report for accuracy. If the SAE has been assessed
10 Review & Submit by the Investigator, you may check the Physician Signoff box
and submit the report.
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CTEP-AERS

Sub

Any incomplete tasks will be shown in in Section 10
of the report. Click the + sign to expand the report
section and read the description of any incomplete or
incorrect items.

—| CTEP 5 Day Expedited Report

Status oCueon 10/05/2024 Amendment # 0

Information remaining to complete

+| Review & Submit section

When all required
information has been
entered, and the Physician
signoff box has been
checked, you will be able
to submit the report.

S Ready to submit!

When the report has been
submitted successfully,

v/ Submitted successfully on 08/og /=013 € you will see the green
checkmark.
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There must be an attribution of at least possibly
related EXCEPT when the event is Death NOS or
Sudden Death NOS. Add an 'other cause' if the event
is unrelated to protocol treatment and cancer.

There are two steps for reports that require 24-hour
notification: the initial 24-hour notification and a second
report due within 5 or 10 calendar days.

Death NOS should only be used when the death
cannot be attributed to a Grade 5 CTCAE term.

All protocol treatments assigned to the patient should be
included in the report, even if they do not receive their
dose as intended. If they did not receive their dose,
enter Total Dose Administered as “0.”

If updating information that is not required in RAVE,
amend the report directly in CTEP-AERS.
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Additional Resources

SWOG.org SAE Page

CTEP-AERS Online Help

SWOG SAE Reporting Flowchart

RAVE - Expedited Safety Reporting Rules Evaluation

CTEP-AERS Start/End Date Guidance

CTCAE Version 5.0

CTEP-AERS Training Guide, Feb 2015

SAE Escape Room

NCI Guidelines: Adverse Event Reporting Requirements

Global Safety Update to Expedited Reporting

) CTEP-AERS Help Desk Support

‘ For technical questions, contact NCI Help Desk at:
HELP DESK

e Email: ctephelpdesk@nih.gov
e Phone: 1.888.283.7457

For medical questions, contact the AEMD Help Desk at:

e Email: aemd@tech-res.com
e Phone: 301.897.7497

12
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https://docs.google.com/forms/d/e/1FAIpQLSdV6SGTxaNPb5C8goZkKZykVRtIjEhUMWXYrKH6WCEmTiV-qg/viewform?pli=1
https://www.ctsu.org/readfile.aspx?EDocId=527598
https://www.ctsu.org/readfile.aspx?EDocId=527555&CTSUCreated=N
https://ctep.cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_8.5x11.pdf
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/CTEP-AERS_Training_Guide.pdf
https://ctepcore.nci.nih.gov/ctepaers/help/webhelp/welcome/help%20-%20welcome%20to%20ctepaers%20help.htm
https://www.ctsu.org/readfile.aspx?fname=whatsnew%2fMemo-GlobalSafetyUpdate-CTEP-IND-IDE-Trials-20240822.pdf
mailto:ctephelpdesk@nih.gov
mailto:aemd@tech-res.com
https://www.swog.org/clinical-trials/serious-adverse-events
https://www.ctsu.org/readfile.aspx?EDocId=527598
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pdf
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Identify Potential
SAE

Does it meet at least
one seriousness
criteria?
(Investigational SAE
Table)

Isit an AE of Special
Interest per Protocol
Section 8 or 16?

No SAE
Report
Required

Is it G4 or G5?

Is it G4 or G5?

Report as SAE within
10 calendar days per
Investigational SAE
Table.

SAE Reporting - Investigational Treatment Arms

Report as SAE within
10 calendar days per
Investigational SAE
Table.

Report as SAE within
24 hours per
Investigational SAE
Table, followed by 5-
day report.

Report as SAE within
24 hours per
Investigational SAE
Table, followed by 5-
day report.






Gather required
information to
report SAE.

Begin the SAE
report in
Medidata Rave.

Enter the SAE on
the AE Report

Form in Medidata
Rave.

Send all AEs for
evaluation on the
Expedited
Reporting
Evaluation form.

Navigate to CTEP-
AERS to complete
the SAE report.

Date of discovery = when you have
the minimum information required:
CTCAE term, grade, attribution to
each protocol drug, attribution to
underlying cancer diagnosis

Complete the AE Assessment
Form in Rave for the cycle the
SAE occurred. If mid-cycle, enter
current date as the cycle end
date (amend once the cycle
ends).

Complete the AE Report form
with CTCAE term, grade,
attribution to protocol
treatment, treatment received +
con meds (if known). One or
more seriousness criteria must
be selected in Rave.

Check the box (not the
Acknowledge box) to send all
AEs for evaluation. If no
checkbox is available, click the
pencil icon to edit this field.

Click the link on the Expedited
Reporting Evaluation form to go
to CTEP-AERS.

Send supporting
documentation.

Fully submit
CTEP-AERS
report.

Complete

CTEP-AERS
report.

Save & Report

SAE Reporting - Investigational Treatment Arms

If requested by SWOG, send
redacted supporting
documentation to
ADR@swog.org or upload to
CTSU SDP.

In CTEP-AERS Section 10: Review
& Submit, click Submit - Save &
Continue - Submit. The report
has been submitted when a

green checkmark appears.

Navigate through each tab of
the report, completing required
fields. Click Save & Continue to
navigate to the next section of
the report.

If needed, deselect any AEs that
should not be included in the
report, then click Report on the
bottom right of the page.

Enter verbatim term for each
SAE, then click Save & Report on
the bottom right of the page.





Identify Potential
SAE

Is the AE at least
Grade 4?

No SAE Report
Required

SAE Reporting - Commercial Treatment Arms

Report as SAE
within 10
calendar days per
Commercial SAE
Table.

Is the AE at least
possibly related to
commercial protocol
treatment?

Is the AE unexpected
(not listed in protocol
or package insert)?






Gather required
information to
report SAE.

Begin the SAE
report in
Medidata Rave.

Enter the SAE on
the AE Report

Form in Medidata
Rave.

Send all AEs for
evaluation on the
Expedited
Reporting
Evaluation form.

Navigate to CTEP-
AERS to complete
the SAE report.

Date of discovery = when you have
the minimum information required:
CTCAE term, grade, attribution to
each protocol drug, attribution to
underlying cancer.

Complete the AE Assessment
Form in Medidata Rave for the
cycle in which the SAE occurred.
If mid-cycle, enter current date
as the cycle end date (amend
once the cycle ends).

Complete the AE Report form
with CTCAE term, grade,
attribution to protocol
treatment, treatment received +
con meds (if known).

Check the box (not the
Acknowledge box) to send all
AEs for evaluation. If no
checkbox is available, click the
pencil icon to edit this field.

Click the link on the Expedited
Reporting Evaluation form to go
to CTEP-AERS.

Send supporting
documentation.

Fully submit
CTEP-AERS
report.

Complete

CTEP-AERS
report.

Save & Report

SAE Reporting - Commercial Treatment Arms

If requested by SWOG, send
redacted supporting
documentation to
ADR@swog.org or upload to
CTSU SDP.

In CTEP-AERS Section 10: Review
& Submit, click Submit - Save &
Continue - Submit. The report
has been submitted when a

green checkmark appears.

Navigate through each tab of
the report, completing required
fields. Click Save & Continue to
navigate to the next section of
the report.

If needed, deselect any AEs that
should not be included in the
report, then click Report on the
bottom right of the page.

Enter verbatim term for each
SAE, then click Save & Report on
the bottom right of the page.






SAE Reporting — Medidata Rave Flowchart

Adverse Events: Assessment Form

I i | | :181803|ﬁ-ﬁ Cycle 18| || Adverse Events: Assessment-

patient 10 NGN0G enroliment Date | Patient Initials (LFM): [
Subject:-
Page: Adverse Events: Assessment - Cycle 18 Eﬂ'* I

Instructions: Please complete this form after each cycle.

Reporting period start date E 31 May 2023 @™ %
Reporting period end date E 28 Jun 2023 @™ %
Were adverse events assessed during this time -
period? Yes @ X

If yes, did the patient experience any adverse events

- ) ] an
dur:ng this reporting period® | Yes @ ¥
.| Please complete AE Reporting form.
Opened To Site from System (28 Jun 2023)

Date of most recent adverse event assessment 28 Jun 2023 (@ §

Comments ® 8

Complete the AE Assessment Form in Medidata Rave for the cycle in which the SAE occurred.
* If mid-cycle, enter current date as the reporting period end date.
e Once the cycle ends, please amend to the correct reporting period end date.
Answer Yes to ‘Did the patient experience any adverse events during this reporting period?’
 This will populate the Adverse Events: Report Form.





SAE Reporting — Medidata Rave Flowchart

Adverse Events: Report Form

Form Instructions 2
* Red asterisk before a field denotes that it is required by the system for rules evaluation.
* Start date of this course/cycle 31 May 2023 @ % ]
* Start date of first course/cycle (derived) 02Feb2022 & ¥ &
“Adverse event Treatment Congenital
*Adverse event grade description Attribution . If yes, PR Life- L genrt: SAE report
received - Hospitalization . __DeathDisabilityanomaly/birth
term (CTCAE to study for this concomitant None el threatening el A defect therrecommended
v5.0) (first 120 intervention AE agent name e 7] £ e 7 ?] (derived)
characters) =
(3) IV antibiotic,
antifungal, or
antiviral vantin
4| Lung infection | intervention Possible Yes steroids ‘/“' Yesb
indicated; invasive
intervention
indicated
(2) Shortness of
breath with minimal MNebulizer,
1| Dyspnea e:{?a?'tior\‘:rllimri?ilg_:l:jma Unrelated | Yes albu terol° v Yes'e'
instrumental ADL
Complete the AE Report form with the following information: The fields highlighted in green represent seriousness
e CTCAE term criteria.
e Grade *  These fields designate an AE as an SAE.
e  Attribution to protocol treatment *  One or more of these fields must be
e  Treatment received for AE (Yes/No) checked for each SAE.
e  Concomitant medications used to treat AE (if known) *  Required intervention is only used for

device trials.





SAE Reporting — Medidata Rave Flowchart

Expedited Reporting Evaluation Form

a1 [()s1803 (1 Cycle 18| [ 7] Expedited Reporting Evaluation

Patient ID: [ Enroliment Dat=|| Patient Initiats (LFEM) i}
subject: NG_GNG D

Page: Expedited Reporting Evaluation - Cycle 18 B b

Form Instructions |2

A delay is expected when the safety system is called for AE evaluation.

Note: Do not open more than one ticket per course/cycle in CTEP-AERS. If more than one serious adverse ¢
this course/cycle, amend the report so hoth events are entered on the same ticket.

Send all AEs for evaluation a a ¥ &

Recommended action for report (derived)

1 An expedited report is RECOMMEMNDED. If the Investigator
believes an expedited report is not warranted, (e.g., per
protocol, commercial agent/arm, medical judgement, etc.),
edit the '"Recommended action for report' field to indicate
'NONE'.[QC018]

Openad To Site from System (30 Jun 2023)

(] Click this link to complete the safety report

CREATE & % &

Report ID (derived) REP0743789° & % &
Recommended report type (derived) CTEP 10 Calendar Day SAE Report (% % &]
Report due by (dernived) Monday, July 10, 2023 & % &J

Check the box (highlighted in purple) and save the form to send all AEs for evaluation.
. If no checkbox is available, click the pencil icon to edit this field.
e  Click the link (highlighted in green) on the Expedited Reporting Evaluation form to go to CTEP-AERS.
e Detailed instructions for completing the CTEP-AERS report are found:
*  https://ctepcore.nci.nih.gov/ctepaers/help/webhelp/welcome/help%20-
%20welcome%20t0%20ctepaers%20help.htm
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https://ctepcore.nci.nih.gov/ctepaers/help/webhelp/welcome/help%20-%20welcome%20to%20ctepaers%20help.htm



SAE Reporting — Tips and Resources

SWOG SAE TEAM (Contact first with all SAE questions, including technical support issues.)

e SAE Email: ADR@swog.org
e SAE Phone: 210-614-8808

TIPS

e CTEP-AERS requires each SAE to have an attribution of possible/probable/definite to something. If unrelated to protocol treatment and underlying cancer
diagnosis, an ‘other’ cause may be added in CTEP-AERS Section 7: Other Causes. Unknown may be added as an ‘other’ cause if necessary, and an
attribution of possible/probable/definite may be assigned to that.

e The seriousness criteria ‘required intervention’ (found in Rave) is only applicable to device trials and should not be selected for drug trials.

FREQUENTLY ASKED QUESTIONS

e |I'm not sure if this AE requires SAE reporting, should | submit a report just in case?
o If unsure, the SWOG SAE Team would prefer that you contact us by email or phone to confirm the need to report before spending time
submitting an unnecessary report.
e Rave is recommending an SAE report, but the recommendation does not match the SAE reporting requirements in the protocol. Should an SAE report be
submitted based on the recommendations in Rave?
o The Rave recommendations are based on very basic rules and are often incorrect. SAEs should be submitted per protocol guidelines.
ADR@swog.org can be contacted anytime for guidance.
e What is the deadline for submitting an SAE report to SWOG?
o Reporting timeframes are found in the SAE reporting tables within the protocol. SAE tables are found in Section 8 or Section 16 of the protocol.
o Itisimportant to note that the ‘submission due dates’ in Rave or in the automated CTEP-AERS emails are not true deadlines; these dates only
reflect the date after which CTEP-AERS will automatically delete unsubmitted reports.
o SWOG makes every effort to notify sites if they have a pending report that will soon be deleted, but sites are responsible for reporting within
protocol-specified timeframes.

RESOURCES

e Help resources for the CTEP-AERS application:

o https://ctepcore.nci.nih.gov/ctepaers/help/webhelp/welcome/help%20-%20welcome%20to%20ctepaers%20help.htm
e NCI Guidelines for Investigators: Adverse Event Reporting Requirements

o https://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/aeguidelines.pdf
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