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Routine Adverse Event (AE) reporting falls under multidisciplinary purview, including data
management, regulatory compliance, and statistics. An adverse event is “an untoward medical
occurrence associated with the use of a drug in humans, whether or not considered drug
related” (21 CFR Part 312). Routine AE reporting is an essential aspect of a safety monitoring
program and this guidance document provides general instruction for the routine AE reporting
process. Adverse event reporting encompasses all aspects of protocol treatment which can
include radiation therapy, surgery, device, and drug. This document does not usurp or replace
protocol specific requirements related to adverse event reporting. Therefore, fastidious
attention to unique protocol specifications is essential to ensure compliance with the protocol.
In addition, this document reflects NRG Oncology adverse event reporting requirements only
and does not supersede institutional requirements; you must be aware of and report adverse
events according to your institutional policy.

* FDA regulations state clinical sites must record all non-serious AEs and report them to the
sponsor according to the time table delineated in the protocol (21 CFR Part 312).
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1. Routine AE Reporting During Protocol Treatment and Follow-Up
The NRG standard AE collection timeframe starts with initiation of protocol treatment and
extends for 30 days after last protocol treatment. During this timeframe, report all AEs
regardless of relationship to protocol treatment. If an NRG study deviates from this standard,
the unique protocol requirements will be detailed in the adverse event reporting section of
the protocol.

A. During protocol treatment and 30 days after end of treatment:

* Collection of AEs begins at the start of protocol treatment unless otherwise specified in
the protocol.

— Adverse events that occur prior to start of protocol treatment should be
documented in the medical record but must not be reported to NRG on the AE
form unless otherwise specified in the protocol. If the AE recurs or increases in
grade after initiation of protocol treatment, then the AE must be reported to
NRG per protocol requirements (note: the start date would be the date of AE
recurrence or grade change).

* As part of the pre-treatment, baseline physical assessment, comprehensive
documentation of pre-existing and chronic medical conditions in the patient medical
record is part of an effective safety evaluation process in order to better ascertain if an
event is exacerbated by the investigational treatment.

— Baseline, pre-existing medical conditions do not require reporting to NRG
Oncology as adverse events unless specified as a protocol requirement. If the
medical condition increases in grade after initiation of protocol treatment, then
it must be reported to NRG as an AE per protocol requirements (note: the start
date would be the date of AE grade change).

¢ All adverse events must be reported to NRG Oncology and documented in the patient’s
medical record during protocol treatment and for 30 days after end of treatment.

— Adverse events are reported regardless of attribution

— All adverse events must be recorded on the appropriate case report form

B. During Follow-up (greater than 30 days after end of protocol treatment):

Follow-up is defined as the period beginning on day 31 after end of all components of
protocol treatment. Refer to the protocol for variations and protocol-specific timeframes.
Please note: delays in treatment, irrespective of their length, should be considered on-
treatment for AE reporting and AEs should continue to be assessed and reported per 1A
above throughout this delay; follow-up begins once all protocol-specified treatment is
terminated

e Continue to follow adverse events that occurred during study treatment or within 30
days after end of treatment but did not resolve by the follow-up timeframe.

e In order to evaluate duration of toxicity, follow and continually report all adverse
events. Follow to resolution if required by protocol.

e Inthe event of AE chronicity, AEs should be continually reported at the stable or
current grade on the CRF for all subsequent reporting intervals during follow-up
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— Actively query about the status of chronic AEs during each follow-up interval
to assess for change in grade (intensity) over time and report accordingly. In
the event of an increase in grade, record the start date for the new intensity of
the AE as well as the end date of the prior AE grade.

— If a chronic AE becomes a new baseline condition and is considered resolved
with sequela, this should be documented in the medical record, as well as AE
log if applicable, and then subsequent AE reporting is not required (note: the
AE end date will reflect the date the AE is designated “resolved with sequela”).

e An AE that starts during protocol treatment, persists into follow-up, and the
attribution changes from related to unrelated to protocol treatment (i.e.
unequivocally due to disease progression or subsequent therapy) no longer requires
AE reporting to NRG and the reason must be documented in the medical record, as
well as AE log if applicable (note: the AE end date will reflect the date the AE is
assessed unrelated to protocol treatment).

e For late adverse events that begin during follow-up (>30 days after end of protocol
treatment), follow protocol specific reporting requirements. Unless otherwise
specified, in follow-up only report AEs reasonably related (possibly, probably,
definitely) to protocol treatment

e Be cognizant of protocol-specific solicited AE evaluation requirements

regardless of AE attribution.

C. AElog
As part of good clinical practice (ICH E3; ICH E6) NRG recommends that an AE log be part
of the source documentation inclusive of start and end dates by grade change, decision
making regarding expedited reporting, etc. See Appendix | for an example of an AE log.
Additionally, the AE log will support the Rave AE reporting requirements that mandate AE
start and end dates for each change in grade until resolution.

2. Laboratory Test Values and Vital Signs
Laboratory abnormalities and changes in vital signs (outside of reference range) are
considered adverse events if they result in discontinuation or interruption of study
treatment, are clinically significant and require therapeutic medical intervention, meet
protocol specific criteria (see toxicity management in protocol) and/or if the investigator
considers them to be adverse events. Laboratory values and vital signs that meet the
criteria for a serious adverse event (SAE) must be reported in an expedited manner.

e Laboratory values and vital signs that are clearly attributable to another adverse event
do not require discrete reporting (e.g. electrolyte disturbances in the context of
dehydration, chemistry and hematologic disturbances in the context of sepsis, etc.)

All laboratory test results and vital signs captured as part of the study should be recorded
following institutional procedures. Test results that constitute SAEs must be documented
and reported per expedited reporting procedures.

3. Rave/CTEP-AERS Integration
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The Rave/CTEP-AERS integration applies to all CTEP-IND studies and any other study on a
case-by-case basis. Studies that utilize the Rave/CTEP-AERS integration include relevant
protocol text in the adverse event reporting and data and records sections of the protocol.
The integration reduces duplicative data entry and associated AE reconciliation. As part of
this integration, Rave is the source of the AE data and feeds into CTEP-AERS. The following
steps must be performed to initiate an expedited adverse event report: AE data must be
promptly entered on the Adverse Event form in the appropriate folder in Rave first;
navigate to the Expedited Reporting Evaluation form and run the rules evaluation by
clicking the ‘Send all AEs for evaluation’ box and saving the form; initiate an expedited
adverse event report in CTEP-AERS via the link below the ‘Recommended action for report’
field in Rave. CTEP-AERS reports are initiated, managed, and amended via Rave.

[] Click this link to complete the safety report

Note: The rules evaluation (RE) must be run every time the AE form is modified. The RE
syncs the data between the shared fields in Rave and CTEP-AERS and all AE data undergoes
rules evaluation assessment against the programmed expedited reporting rules. The RE
returns a recommendation, not a mandate, to initiate an expedited adverse event report.
Always adhere to the protocol expedited reporting requirements regardless of the RE
recommendation.

Refer to the CTSU Expedited Safety Reporting Rules Evaluation User Guide for additional

information about routine AE reporting for a RAVE-CTEP AERS integrated study.

A. AE Reporting by Treatment Cycle
The treatment cycle is defined in Rave by the folder configuration. AE reporting is
organized by cycle and all AEs with a start date during a protocol-specified treatment
cycle will be captured on the cycle-specific AE form. One CTEP-AERS report is generated
per treatment cycle and amended with subsequently occurring AEs after the initial
report during a treatment cycle. Only report AEs in each cycle that began on or after
the start date of that cycle, if an AE began between two cycles it must first be reported
in the earlier cycle and marked as ongoing.

B. Rules Evaluation and Recommendation
The CTEP-AERS rules engine evaluates all AEs against the programmed rules for expedited
reporting. The programmed rules apply the most stringent expedited reporting criteria to
all AEs regardless of treatment arm. Ultimately, the protocol specific reporting
requirements detailed in Section 7 dictate expedited reporting requirements for adverse
events. The rules recommendation is not a mandate and can be overridden in either
direction, i.e. to create or not to create an expedited report, if it conflicts with the
protocol requirements. In the event of a discrepancy between the rules evaluation and
the protocol, always follow the protocol. In addition, you may contact NRG for
confirmation of reporting requirements and/or document the rationale for action taken
(e.g. on an AE log).

C. Adverse Event Data Modification
¢ If you need to modify data originally entered for an ongoing AE (such as the grade,
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attribution, or start date) you will need to go to the folder where the AE was first
reported otherwise you will be locked out of editing any fields aside from the end
date. You can use the Adverse event ID (automatically assigned to each AE) to quickly
figure out which cycle folder the AE was first reported, e.g. if the ID starts with ‘AE03’
it was first reported in the course/cycle 3 folder.
Note: if an ongoing AE, i.e. persisting at the same grade across multiple cycles, meets
expedited reporting criteria in a subsequent cycle (e.g. results in hospitalization), the
expedited report must be generated from the folder where the AE was first reported.
e For CTEP-AERS reports, you must modify the data in Rave first then navigate to CTEP-
AERS via the deep link in Rave.

4. Adverse Event Start and End Date Collection

The CTSU Rave AE form requires a start date and an end date (unless an AE is ongoing) for

all adverse events and separate log line listings for each change in AE grade.

The end date of the higher grade and the start date of the lower grade may be the same
date in an AE evolution.

If the start date is unknown, the date of the clinic visit at which the event was
discovered may be used.

If an AE has resolved by the time the site is aware of the event, record a single AE at the
highest grade using best estimate of the start and end dates for the highest grade.

AEs that are marked as ongoing are pushed forward to the next cycle or folder. These
AEs require an action when they appear in the next folder, you must open each log line
individually and either save it again with the end date as blank (indicating that the AE is
still ongoing), or provide an end date and save (indicating the AE has ended or changed
grades).

NRG follows the CTEP Guidance for Recording the Adverse Event Start and End Date in Rave.
All NRG trials activated as of January 2019 use the CTEP Rave AE form and comply with this
AE reporting format.

For NRG trials activated prior to January 2019, please refer to the case report forms for
recording Adverse Event Start Date and End Date in Rave.

The CTEP Guidance for Recording the Adverse Event Start and End Date in Rave is found on
the CTSU website. Under the Resources tab, navigate to CTSU Operation
Information=> Guidelines and Procedures.
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5. For questions please contact:

Sara McCartney, MS, RN

Senior Adverse Events

Specialist

NRG Philadelphia West

Email: mccartneys@nrgoncology.org
Phone: 215.717.0835

Shelley Hando, RN, MSN

Research Nurse Specialist

Sarah Rankin, MPH, RN

Research Nurse Specialist

NRG Pittsburgh

Email: handos@nrgoncology.org; rankins@nrgoncology.org; saereportingpgh@nrgoncology.org
Phone: 412.383.2557; 412-383-2672
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Appendix I: AE Log Template

{Insert Site Name} Adverse Event Log

Name: Protocol: Subject #: Cycle:
Adverse Event Grade | Attribution* | Start Stop | Ongoing? | Action Comment CRC/CRN | Date of Treating MD/ Date of
(Use NCI CTCAE Date Date Taken** Initials CRC/CRN | Investigator MD
Terminology) Initials Initials Initials

*Attribution: 1=Unrelated, 2=Unlikely, 3=Possible, 4=Probable, 5=Definite (If more than one therapy, please specify relationship to each)
**Action Taken: 1=Dose Increased, 2=Dose not changed, 3=Dose Rate reduced, 4=Dose Reduced, 5=Drug interrupted, 6=Drug withdrawn, 7=Not
applicable, 8=Unknown
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