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State the main features of CTEP-AERS:
— Why retire AdEERS?
— Updated ‘Look and Feel’

— Pre-submission evaluation/rules engine
* Verbatim terms

— SAE Report Recipients
— SAE Report Amendments



 Compliant with the FDA Final Rule
* Anticipated to save time and reduce workload

» More user-friendly and incorporates the large
body of community input received during the
development of caAERS
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Auto-complete fields
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Adverse Events
\h Report Adverse Events . Manage Reports

1. Study, Subject & Course/Cycle ) 2.Adverse Events ) 3. Review and Report

Select study, subject, and course/cycle/intervention

Instructions Select the study, subject, and course or cycle associated with the adverse events that you wish to report.

* Study ﬁ

* Subject ID ( A011104 ) Effect of Preoperative Breast MRI on Surgical Outcomes,
Costs and Quality of Life of Women with Breast Cancer

* Confirm Subject |( AO11106 ) ALTernate Approaches for Clinical Stage Il and 1lI
ID |Estrogen Receptor Positive Breast Cancer NeoAdjuvant TrEatment

(ALTERNATE) in Postmenopausal Women: A Phase I Study ﬁ

(A011202 ) A Randomized Phase 1ll Trial Evaluating the Role of

* Course/Cycle/ |Axillary Lymph Node Dissection in Breast Cancer Patients (cT1-3 N1)
Intervention |Who Have Positive Sentinel Lymph Node Disease After Neoadjuvant

i h

* Organization
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— CTEP-AERS Rules engine
* Protocol-specific AE reporting level (i.e., AE Table)

* Protocol-specific exceptions (PSES) to expedited reporting

— e.g., Specific Protocol Exceptions to Expedited Reporting (SPEER), etc.

— Action/No Action Recommendations
* Feedback prior to report completion/submission
* Limitations
* Override

— Anticipated to reduce over-reporting



Step 1: Identify the study, subject ID, treating institution,

treatment course

National Cancer Institute: . Sy o
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Adverse Events

\n Report Adverse Events . L EUEGE S

1. Study, Subject & Course/Cycle ) 2.Adverse Events ) 3. Review and Report

Select study, subject, and course/cycle/intervention

Instructions Select the study, subject, and course or cycle associated with the adverse events that you wish to report.

* Study (A031203 ) Randomized Phase Il Study Comparing Cabozantinib (NSC #761 6

* Subject ID [TeST

* Confirm Subject TeST
ID

* Organization |[jowa|

aoary Y g
* Course/Cycle/ |VA Central lowa Healthcare System, Des Moines, IA (1A006 )
Physicians' Clinic of lowa PC, Cedar Rapids, IA ( 1A066 )

Mercy Medical Center - North lowa, Mason City, 1A (1A027 )

Medical Associates of Clinton lowa PLC-Main Campus, Clinton, IA (
1A093 )

VA Medical Center - University of lowa, lowa City, IA (1A021 )
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Step 2a: Enter the adverse event verbatim term

WWW.cancer.gov

i National Cancer Institute

RS

Cancen Trerapy EvaLiusmon Procrau & Event Reporming Svates

\N Report Adverse Events - Manage Reports

1. Study, Subject & Course/Cycle ) (PG T CTR a1 ) 3. Review and Report

Subject TEST
Study (A031203) Randomized Phase Il Study Comparing Cabozantinib (NSC #761968 and IND #116059) with Commercially Sup...

Course/Cycle/ ARM A (Cycle=6 weeks<BR>XL184 (Cabozantinib): 60mg PO QD <BR>)
Intervention

- Adverse Events

View CTCAE v4.0

Instructions Enter the verbatim.

* Enter verbatim
~ ¢ Save & Back Save & Report [

PRIVACY NOTICE DISCLAIMER ACCESSIBILITY APPLICATION SUPPORT

& © Kl Tuw

CONTACT US




 Verbatim = what the patient said to describe the adverse event

— Examples:
* | threw up a bunch.
* I'mvery tired.
* My chest hurts.
* | went to the bathroom 10 times yesterday.

« What if there is no verbatim?

— Use the CTCAE term or your own language

— Examples
* Laboratory reports

 Patient unconscious
« Secondhand SAE report



Step 2b: Enter the adverse
status, dates and outcome
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= Adverse Events

Instructions Enter the verdatim

verbatim

= Verbatim: Threw up a bunch

Verbatim Taraw ud 3 dunch

* CTCAE Term | | &

S58 2nd IND #115053) with Commarcial..

only; intervention not

“ Crade | o 3: siig; asymptomatic or mild symptoms; cliaical or lag
Ingicated.

- Modsrate; minimal, ocal or nonlnvasive Intervention Indicated;
ADL.

limiting age-appropriate Instrumental

or of

3 Savers or medically sip but not
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§ Daath ralated to AE
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[0 s
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Hospitalization - Initial or prolonged
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Otnar Serious (Important Macdizal Events)

] Save & Back
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[) Save & Report [




Step 3: Click Save & Report to trigger the Rules Engine

NRYE o
iditfy National Cancer Institute
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R

Subject TEST
Study (4031203) Randomized Phase il Study Comparing Cabozantinib (NSC 761968 and IND #116053) with Commercialy Suppisd...

Course/Cycle/ ARM A (Cych=6 wesks<BRYXL184 (Cabozantinib): 60mg PO QD <BR>)
Intarvention

= Adverse Events
View CTCAE v4.0
Instructions Enter the verbatim,

* Entar varbatim

= Vomiting Grade: 3 Verbatim: threw up all night

Varbatim threw up 3l night

- cTcat Tem @

* Grade

. 1:1 - 2 episodes (separated by 5 minutes) in 24 hrs
2:3- 5 opisodes (separated by 5 minutes) in 24 hrs
@ 2: >=6 episodes (separated by 5 minutes) in 24 hrs; tubs feeding, TPN or hospitaiization indicated
4 Life-threatening consequences; urgent intenvention indicated
2 5: Death

Start date

3 trmsssrmm 3 trmssermm

Did AE cause [ v 7
hospitalization?

Outcomes [[7 pezth

B Hospitaization - inital or prolonged

[ Lfe-threatening

[] Disabifty or Permansnt Damage

[ Congenital Anomaly/Birth Defect

[ Required Intervention to Prevent Permanent impairment Damags (Devices)
[ Other Serious (important Medical Events)

] Save & Ba




Action Recommendation

National Cancer Institute

| Institutes of Heslth |

AERS =

Adverse Events
\. Report Adverse Events . Manage Reports

1. Study, Subject & Course/Cycle ) 2. Adverse Events 3. Review and Report

Subject TEST

Study (4031203) Phase Il Study Comparing C; inib (NSC #761968 and IND #116059) with Commercia...

Course/Cycle/ ARM A (Cycle=6 weeks<BR>XL184 (Cabozantinib): 60mg PO QD <BR>)
Intervention

An action is recommended.

Possinie exceptions (please consult your protocol for SScific Expedited reporting requirements):

« Commarcial agent oaly stusies

o Stesis tne legacy AE o ttmose tnat 208 attribution into the tadie)

o Aoverss events that occurred mors than 10 Gays after the 35t 3dministration of Investigationsl agsnt/Iatervention

Vomiting: threw up all night . Grade: 3: Severe or medically significant but not immediately life-threatening:

hospitalization or prolongation of hospitalization indicated; disabling: limiting self care ADL.
Recommended Actions

Based on the data you have entered and the rules enabled for this study, the following action is recommended: Override

Select Action Report Status Due

F g CREATE CTEP Expedited Report Not started Due in 10 days
Adverse Events

Expedited
Select Reporting Adverse Event Term Grade

Start date *Primary?
Required?

3: >=6 episodes (separated
by S minutes) in 24 hrs;
tube feeding, TPN or
hospitalization indicated

Vomiting: threw up all night < New_
@ (mm/dd/yyyy)

When you press the Report button. you wil
following actions:

CREATE CTEP Expedited Report
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No Action Recommendation

Instizutes of Heslth | WWW.CANCEr.gov
Help
Adverse Events
h Report Adverse Events ' Manage Reports.

1. Study, Subject & Course/Cycle ) 2. Adverse Events ) ERUENEUELER LI

Subject TEST

Study (4031203) Randomized Phase Il Study Comparing Cabozantinib (NSC #761968 and IND #116059) with Commercia...

Course/Cycle/ ARM A (Cycle=6 weeks<BR>XL184 (Cabozantinib): 60mg PO QD <BR>)
Intervention

An action is NOT recommended.
S350 00 the Sata you nave satarsd 2nd the ruis enzbied for bz $tuy, axpadited raporting s not raquired.

Possinis exceptions (please consult your Dotocol for 5pScific SXpEAIted reporting requirements:

Commarcial agent only stuies

Stusiez tne lagacy AE " ttnose tnat

1nto tne tavis)
Agverss events that occurred more than 0 days 2fter the 125t aaministration of Investigationsl 2gset Interveation

Vomiting: threw up all night . Grade: 2: Moderate; minimal. local or noninvasive intervention indicated:

age-appropriate instrumental ADL.

Available Actions

Based on the data you have entered and the rules enabled for this study, expedited reporting is not required. If you believe expedited
reporting is warranted, click Override’ and select the report you wish to complete.

Override
Adverse Events

Expedited
Select Reporting Adverse Event Term Grade

Start date *Primary?
Required?

e 13- 5 epi v
7} No Vomiting: threw up all night < New 28 H=EarEnis By

by 5 minutes) in 24 hrs @ tmmyddivyyy

Please select a report.
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Limitations

 ‘Late’ AEs (AE’s that occur >30 days after the administration of the
investigational agent)

Protocol uses the old AE tables

Protocols uses non-CTCAE terms to describe reporting exceptions

— Example: Protocol states, “Do not use expedited reporting for all
hematological AEs grade 3 or below.”

Some Commercial Agent only or non-CTEP IND studies
Currently only encompasses exceptions to expedited reporting

Your protocol is always the correct source of truth for expedited
reporting. If CTEP-AERS differs, the protocol wins. Always double
check your protocol to ensure you are reporting correctly.




‘New’

AE Table

Late Phase 2 and Phase 3 Studies: Expedited Reporting Requirements for Adverse
Events that Occur on Studies under an INDIIDE within 30 Days of the Last Administration

of the I

FDA REPORTING REQUIREMENTS FOR SERIOUS ADVERSE EVENTS (21 CFR Part 312)

NOTE: Investigators MUST Immedlalaly repoﬂ to the sponsor (NCI) ANY Serious Adverse Events, whether or not

they are related (21 CFR 312.64)

An adverse event is considered serious if it results in ANY of the following outcomes:
1) Death

2) Alife-threatening adverse event

3) An adverse event that results in inpatient lization or lion of existing i for 224
hours

4) A or i i of the ability to conduct normal life functions

A congenital anomaly/birth defect.

Important Medical Events (IME) that may not result in death, be life or require i

may be considered serious when, based upon medical judgment, they may jeopardize the patient or

subject and may require medical or surgical intervention to prevent one of the outcomes listed in this
definition. (FDA, 21 CFR 312.32; ICH E2A and ICH ES).

or
5)
6)

‘Old’ AE Table

Legacy Table D: Reporting Requirements for Adverse Events that occur within 30 Days'
of the Last Dose of the Investigational Agent on Phase 2 and 3 Studies

ALL SERIOUS adverse events that meet the above criteria MUST be immediately reported to the NCI via
AdEERS within the timeframes detailed in the table below.

Grade 1 Grade 2 Grade4 &5
Hospitalization Timeframes Timeframes Grade 3 Timeframes Timeframes
Resulting in

Hospitalization 10 Calendar Days

224hrs 24-Hour 5
Not resulting in Calendar Days
Hospitalization Not required 10 Calendar Days

224 hrs

1 2 2 3 3 4&5 488
Unexpected Expected
Uny
anueemu scted| Unexpected | EXPected With Without With Without | Unexpected | Expected

Unrelated Not Not Not 10 Calendar Not 10 Calendar Not 10 Calendar |10 Calendar|

Unlikely Required Required | Required Days Required Days required Days Days
Possible Not  |10Calendar| Not | 10Calendar | 10Calendar | 10Calendar Not paiout |10 Catendar
Definite Required Days Required Days Days Days required Days Days

"AEs with attribution of, possible, probable, or definite that occur greater than 30 days after the last

NOTE’ Protocol-specific exceptions to expedited reporting of serious adverse events are found in the Specific
Protocol Exceptions to Expedited Reporting (SPEER) portion of the CAEPR
Expedited AE reporting timelines are defined as:
o *24-Hour; 5 Calendar Days" - The AE must initially be reported via AJEERS within 24 hours of learning
of the AE, followed by a complete expedited report within 5 calendar days of the initial 24-hour report.

*10 Calendar Days" - A complete expedited report on the AE must be submitted within 10 calendar
days of leaming of the AE.

°

"Serious adverse events that occur more than 30 days after the last administration of investigational
and have an possible, probable, or definite require reporting as follows:
Expedited 24-hour notification followed by complete report within 5 calendar days for:
* Al Grade 4, and Grade 5 AEs
Expedited 10 calendar day reports for:
« Grade 2 adverse events resulting in
* Grade 3 adverse events

or lion of

2 For studies using PET or SPECT IND agents, the AE rapomng period is Ilmlod to 10 radioactive half-lives,
rounded UP to the nearest whole day, after the was last Footnote “1" above
applies after this reporting period.

Effective Date: May 5, 2011

with an
under an NCI IND require reporting as follows:
AdEERS 24-hour notification followed by complete report within 5 calendar days for:
. Grade 4 and Grade 5 unexpected AEs
AJEERS 10 calendar day report:
* Grade3 AEs with
* GradeSe:

Although an AJEERS 24-hour notification is not required for death clearly related to progressive disease, a full report is required as outlined in the
table.

or ion of
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\. Report Adverse Events ' Manage Reports

1. Study, Subject & Course/Cycle ) 2. Adverse Events 3. Review and Report

Subject TEST
Study (4031203) Randomized Phase Il Study Comparing Cabozantinib (NSC #761968 and IND #116059) with Commercia...

Course/Cycle/ ARM A (Cycle=6 weeks<BR>XL184 (Cabozantinib): 60mg PO QD <BR>)
Intervention

An action is NOT recommended.

£2164 0n the €312 y0u Rave entarsd 2nd the ruies saabied for tals $tudy, axpedited reporting Is not required.

wpsates

* Commerciai gent only stesies

o Stugies utilizieg ons of ths Jegacy AE Reporting tables (thoss that INCOrDOrats SXDSCtednass 2nd attridution Iato the tadle)
. tnan 30 ays after ths tast

ot Intervantion

Vomiting: threw up all night . Grade: 2: Moderate: minimal. local or noninvasive intervention indicated: limiting
age-appropriate instrumental ADL.

Available Actions

Based on the data you have entered and the rules enabled for this study, expedited reporting is not required. I you belicfffexpedited
reporting is warranted, click Override’ and select the report you wish to complete.

Override
Adverse Events

Expedited
Select Reporting Adverse Event Term

Grade
Required?

Start date *Primary?

— 23 - (
=i} No Vomiting: threw up all night <New) 2: 8 .55 spizodes (separated

by 5 minutes) in 24 hrs @ tmm/dd/yyyy)

Please select a report.

£ @ Ei Qe

WWW.CBnCer.gov
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Always copied on Report Submissions:

Contact info entered
into CTEP-AERS during

report creation

Reporter

Submitter (often the same person as the Reporter)
Treating Physician

Any CCs added by the Submitter (optional)

Contact information
housed at NCl

(not viewed in CTEP-
AERS)

Study Pl

Alliance Adverse Event Coordinators
Others as added by Alliance Leadership
NCI Adverse Event Notification System



« All AdEERS Reports created since 1/1/2008 are available in CTEP-
AERS and can be amended using CTEP-AERS

— To amend a report created prior to 1/1/2008, please contact the CTEP
Help Desk: ncictephelp@ctep.nci.nih.gov

«  Amendments to CTEP-AERS reports or old AAEERS reports are
created via the ‘Manage Reports’ tab on the CTEP-AERS home
page

— Study number, Subject ID, and Ticket number required for access



CTEP-AERS Home Page

— htitp://ctep.cancer.qov/protocolDevelopment/electronic applications/adverse events.htm

« CTEP-AERS Application: hitps://eapps-ctep.nci.nih.gov/ctepaers
Online resources
— Comprehensive Training Guide
— Training Presentations
— Recorded Training Demo
— FAQ Document
— Practice Application: https:/betapps-ctep.nci.nih.gov/ctepaers/public/login

CTEP personnel available via email or phone
— AEMD Help Desk (formerly known as the AdEERS MD Help Desk)

« aemd@tech-res.com
+ (301) 897-7497
— Technical Help Desk for technical, application-related issues

* ncictephelp@ctep.nci.nih.gov
* 1-888-283-7457
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