CTCAE v3.0, AdEERS, MedDRA
What's New?

Ann Setser
Cancer Therapy Evaluation Program, National Cancer Institute
setsera@ctep.nci.nih.gov

AdEERS
Commercial Agents

» All Cooperative Groups use AdEERS for
submitting SAE reports to the FDA for
protocols

— Utilizing commercial agents only

— With arms utilizing commerical agents only
* No change in that requirement
« Continue to use AAEERS




FDA Discussions with CTEP:
AdEERS + Commercial Agents

Large volume of reports to FDA

Only Grade 4 & 5 AEs with Attribution to Agent
of ‘Possible’, ‘Probable’, ‘Definite’

Do not send Additional Information

Electronic data format differences between
FDA AERS & CTEP, NCI AdEERS

Minimize data elements in reports to FDA
Do not send Additional Information

AdJEERS For FDA Only

June 2006

Reformatted report with a subset of
AJEERS data elements

Deactivated ‘Additional Information’
section of AAEERS (for protocols utilizing
commercial agents only)




What Does this Mean for
AdJEERS Users?

* Protocols that utilize commercial agents only
— Continue to use AAEERS
— Additional Information section is not available
— Grade 4 & 5 AEs with Attribution to agent of
‘Possible’, ‘Probable’, ‘Definite’
» Automatic distribution to FDA
— Any AEs other than Grade 4 & 5 with Attribution to
agent of ‘Possible’, ‘Probable’, ‘Definite’
» ‘Send to FDA' default flag is ‘No’
— Submit report to all recipients except FDA
» May change ‘Send to FDA' flag to ‘Yes’
— Submit report to all recipients including FDA

What Does this Mean for
AdEERS Users?

* FDA requests
— ONLY the AJEERS report

— Only Grade 4 & 5 AEs with Attribution to agent of
‘Possible’, ‘Probable’, ‘Definite’

— No Additional Information is to be submitted unless
requested by FDA
* AJEERS Users may view and print
— Simplified, reformatted report sent to FDA
— Original ADEERS report




What Does this Mean for
AdJEERS Users?

* No action required on the part of AEERS Users

* The ADAEERS system automatically distributes
appropriate reports to FDA

* Thisis FYI only

AdEERS User Interface
Update

Tentative Release Date July 2006




New look to comply with Federal Regulations

I National Cancer Institute

—AdEERS

AdEERS Training Site
You have accessed the AJEERS Web application Training site. Reports entered using this site are for training purposes only and are not submitted|

the NCI.
Use the following URL to access the AdEERS Web application Production site: plicatio

Welcome to CTEP AdEERS

@ Submit an Expedited Report

Additional AMEERS resources are available on the AJEERS Home Page
Frequently Asked Questions EAQ
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Wiew CTEP-ES Warning Motice for infarmation on MIH Policies, Disclaimers, and Rules of Behaviar

This system is for the use of authorized users only. Individuals using this computer systern without autharity, or in excess of their autharity, are subject to having

their activities on this system maonitored and recorded by system personnel. In the course of monitoring individuals irmproperly using this system, of in the course

systern maintenance, the activities of authorized users may also be monitared. Anyone using this systern exprasely consents to such monitoring and is advised t
such rnonitoring reveals possible evidence of criminal activity, system personnel may provide the evidence of such monitoring to law enforcement officials

Although decisions concerning the applicability and implementation of the HIPAA Privacy Rule reside with the researcher and hissher institution, it is important to

that adverse event reporting is permitted without patient authorization under several provisions of the HIPAA Privacy Rule. For example, adverse event disclosures
expressly permitted under section 164.512(h) for public health activities, which include reporting to the FDA, NIH, IND sponsars, and others. Adverse event uses o
disclosures may also be permitted for health oversight activities under section 164.512(d)

In addition, to assure security and safety of patient infarmation, AdEERS uses the latest encryption technaology. All data collected through AJEERS are stored
server that is not accessible from the Internet. Once you have submitted data to AJEERS it can only be retrieved with a combination of three different pass-codey
the patient |0, protocol 1D & a random seven character ticket nurmber generated by AJEERS. You should take every precaution necessary to keep the pass-cod
information confidential and to avoid distribution of AJEERS data to inappropriate individuals
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Main Menu

o MNew Expedited Report
o AJEERS Report
o Death unrelated
1o an Adverse
Event
o 24-Hour
Motification

= Pending Repart
o Complete Report
o Withdraw Report

= Subritted Report
o Yiew Report
o Copy Report
o Amend Report

Protocol Selection

Enter the NCI Protocol Number or the Local Protocal Mumber for which the New Expedited Report is being crealed.E

Search criterion for Protocol Number |229710%

All options/pathways on a single menu
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Main Menu

s New Expedited Report
o AJEERS Report
o Death unrelated

o an Adverse

Protocol Selection

All search functionality unchanged

Enter the MCI Protocal Mumber or the Local Protocol Number for which the New Expedited Report is being crealed.E

Search criterion for Protocol Number |%B?T[I°/a

Find

AFFLICATI FORT

@ Dane

Event
o 24-Hour Select the protocol (below) on which the Adverse Event occurred for this report.
Motification List of Protocols
. NCI Local NCI
* Pending Report Protocal | “TE/CTCAE | protacol Title Investigatiof
o Complete Report Number Version »? w?
o Withdraw Report Number = Agent—
Phase Il Randomized Study of Concurrent Tretinoin and
+ Submitted Report Chermotherapy with or without Arsenic Trioxide (AS203) (NSC #
o Wiew Report cor1n 20 o710 706363) as Initial Consolidation Therapy Follawed by Yes
o Copy Report — . Waintenance Therapy with Intermittent Tretinoin Wersus
o Amend Report Intermittent Tretinoin Plus Mercaptopuring and Methotrexate far
Patients with Untreated Acute Promyelocytic Leukemia
a0 a7100 F'he!se Il Studles_ of Donepezil and Ginkgo Biloba in Irradiated Mo
Brain Tumor Patients
Treatment of recurrent CD7 Antigen Positive Leukermia with TXU
el GEEIAN (Anti- CO7)-Pokeweed Antiviral Protein (PAP) Immunotoxin ity
A PHASE Il trial of PERILLYL ALCOHOL in patients with .
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Reporter Information

Last Name |

- First Name ‘ |
Additional . Phone |
visual - Fax ]

indicators - Email | |
regarding

mandatory |The name of the F‘rmcﬂ\pa\ Investigator (Study Chair) will automatically appear on the report |
data fleldS |Phy5\cwan Infarmation” must be provided identifying the physician caring for the patient. |

Enter Ph: an Information

If the Physician is the same as the Reporter click here [

™ Last Name ‘ |

First Name ‘ |
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Expedited Report Created

When the Reporter Section of the report is complete, the report is assigned a Ticket Number. In order to retrieve the repor in the future, the exact combination of
MCI Protocol Mumber, the Ticket Number, and the Patient |0 is required. It is wery important to save this information for every report created. Print this page and kd
it as a reference. To ensure documentation, this information has also been sent to you in an e-mail

Expedited Report Information

NCI Protocol Number Ca710
Ticket Number 1056251
Patient 1D Test 1
Amendment Number 0
Reporter Name Ann Setser
Phone 11-111-1111
Email | setsera@ctep.nci.nih.gov
Created Date 0442512006
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Sections of the Report

Indicate sections appropriate for this repnr‘t'E

AE Sections Select values from the list
Patient Infarmation Mandatory Section
Course Information handatory Section
No Changes Medical Device |\/esj
Description of Event Mandatory Section
Prior Therapies Mandatory Section
Protocol Agents handatory Section
Pre-Existing Conditions |\/esj

Sites of Metastatic Disease “es 'I
Concomitant Medications “es 'I

Other Contributing Causes |Yesj
Adverse Events (CTC) Mandatory Section
Attribution for Adverse Events handatory Section

Abnormal and Relevant Normal Lab Results |Yes j

Additional Infarmation “es 'I

€] pone Crri
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I \ Institute

—AdEERS Menu options collapse/expand

ENALL *indicates a reguired field

|+ AdEERS Help

Reparter Information %
Patient Infarmation Treatment Azssignment Code =5
P Course Information
Medical Device Describe Treatment Assignment or Dose Level
Description of Event (include Agent Mame(s), Dose, Route and
Prior Therapies L3
Protacol Agents BelieilE)
Pre-Existing Conditions
Sites DfMetgastatic Disease " Start date of first course (MM/DD/YYYY) l:l &
gtnhneﬁ'ncr;‘;at:lbm?:;cagnugzs - Start date of course associated with l:l &
Adverse Events (CTC) Expedited Report (MM/DD/YYYY)
Aftribution for Adverse Events - Course number on which event occurred l:l
Abnarmal and Relevant Mormal
Lab Results * Total number of courses to date l:l
Additional Information
5 Review/Submit AE . Was an investigational agent(s) administered on this m
[£ Withdraw AE protocol? »
[£ Return Links
T Sawve | Cle:

Wiew Crossover Studies Information

s C T T T B |
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Submit Expedited Report

Expedited Report Information

NCI Protocol Number|C5710
Ticket Number| 1056251
Patient ID | Test 1
Amendment Number|0
Select the recipients for this report
_I;ecipien( Recipients Send Name Email Phone
ype
|Yesj
Lead Group Cancer and Leukemia Group B Joshua Yoder josh.yoder@duke. edu.x (919) BE3-9312
Sally Scherer centraloffice@calgh. org.x [773) 7029973
Darrin Brandan darrin. brandon@duke. edu.x (919) 286-0045
Rena Williams williamrg@uchicago. edu.x (773) 702-95860
Gabrielle Dye centraloffice@calgh. org.x (773) §34-2545
Debbie Sawyer debbie.sawyen@duke. edu.x 919-286-0045
. |Yesj .
Group Children's Cancer Group Janet Klut jkluft@@childrensoncologygroup. org.x (240) 235-2223
Susan Caso scaso@childrensoncologygroup.org.  |626-447-0664 ext
Particinant - - - YRS ¥ _

Done 8 | ’_ ,_ ’_ EW

GToTp
Mickey nmeccasland@swog. org. x 210-677-8808
MeCasland
Pﬂg:gilll)pﬂ"‘ Children's Oncology Group e jv Janet Kluft jkluft@childrensoncologygroup. org.x (240) 235-2223
Karen Reead kreed@childrensonocolgygroup.arg.x | (352) 392-5198 » 310
Beverly Watson  |dwatson@@childrensoncologygroup.org.x | (352) 392-5198 » 328
Tim Peters tpeters@childrensoncologygroup org.x | (526) 241-1519
Loran Lord llordi@childrensoncologygroup. org .x gEj:_ZB) SRR G
Susan Caso scaso@@childrensoncologygroup. org. x| 626-447-0664 ext 115
Submitter |Blanchﬁe\d Army Hospital ‘ Yes T |Ann Setser ‘selsera@ctep nei.nih. gov ‘HM 7-1111
Physician |Blanchﬁe\d Army Hospital ‘ Yes ¥ |Mary Smith ‘smilth@ctep nci.nih.gov ‘123—123—1233
Pl |Cancer and Leukemia Group B ‘ Yes|x |Eiay’ard Poweell ‘bpowel\@wfubm: edux ‘(338) 716-2946
Ce To send this report to others | enter the email addresses in the field below.

Wultiple email addresses can be entered separated by a comma. Example: jsmith@cbon.com alvincent@cox.org

(K3

Send |




MedDRA
Medical Dictionary for Regulatory
Affairs Terminology

CTEP, NCI Data Systems Lists of Values
July 1, 2006

MedDRA History

Growing need for a single, globally accepted
terminology for
» use by regulatory and industry alike

« all communication associated with
registering, documenting, and safety
monitoring of medical products.
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MedDRA History
1992

International Conference on International
Harmonization of Technical Requirements
of Registration of Pharmaceuticals for
Human Use

ICH

2006 - Rigorously refined, expanded, tested

MedDRA Translations

» Currently MedDRA is available in:
— Dutch
— English
— French
— German
— Italian
— Japanese
— Portuguese
— Spanish

11



MedDRA Translations (cont.)

e Translations include terms and all
documentation

» With the release of MedDRA 9.0, French
and German LLTs will also be translated

 The Czech Republic regulator is
developing a translation

CTEP, NCI's Use of MedDRA

» Background of data systems

* Lists of Values in AEERS
— Diseases
— Prior Therapies
— Pre-existing conditions

12



CTEP, NCI's Use of MedDRA

* Nothing New to Application Users
* No Changes to AAEERS Users
* No New Terminology to Learn

Only standard language apparent to CTEP
collaborators continues to be CTCAE

EL CHpIUTET

Fle Edt Yiew Favorites Tools Help

OE ck - ) - ,IL| ,ﬂ :\‘| ) Search

Favarites

Addres: @http:ﬂfctep.cancer‘govﬂ

= B o Hmks >

Y

National Cancer Institute
Funding

Cancer Therapy Evaluation Program
@VTUTE -
Opportunities; Is f s,
Resources Reporting Guidelines | Scro” down

Resources Requisition [ Reporting

Monitoring of
of Agents | Guidelines | Clinical Trials | C

The Breast Cancer Intergroup of Morth America (TBCI)
Related Links

+ Clinical Trial Sources o Clinical Data Update Systern (CDUS) About CTEP

+ Clinical Trials Plan o CTCAE (formerly known as CTC) «2.0 and v3.0 Mission

+ Cooperative Group Guidelines o Adverse Event Guidelines (AJEERS) Persannel

» Community Clinical Oncology Program (CCOP) o Gender & Minority Accrual Data Branches

» Irwestigator Resources o NCI Secondary AMLMDS Form Org. Charts

» Childhood Cancer Resources

» Research Resources Regulatory Affairs Liai
» Directory of Research Tools and Services

.y E\e_ctmmc AEEIGER « Office for Human Research Protections - IRB NCI News

O ol Mallgnan:y Registration and Assurance Filing

* Gynecologic Cancer Intergraup (GCIG) o International Cooperative Project Assurance CTEP Highlights

Guidelines for Monitoring of Clinical Trials for Cooperative
Groups and CCOP Research Bases

tulticenter Guidelines

Data and Safety Maonitaring (DSM)

NCI Cooperative Group Monitoring Committee Palicy
Clinical Trials Monitaring Serice (CTMS)Theradex

CTEP Investigational
Agents

Oppo

Reading Room for RFP NO2-CM-37029-23, Clinical Trials
and Information Managernent Support

Intraperitoneal
+ Grant Funding Resources and Assistance Ind Coll ns Chemotherapy in Ovar
apy 2
. SLHCk THQAIS e (P Cancer (January 5, 200f
. angram f““ﬂAunclﬁmm s (RF.Z) s CTEP Interaction with Industry
+ Requests for Applications (RFAs) s Model Agreements State of the Science
+ Notices (including availablity of supplemental support) & NCI Cooperative Group - Industry Relation Guidelines W
I
s O 1t A T
BT ] o — — T
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Cxpiurer

E Edit  View Favorites Toals  Help |

Deeck - ) - [¢] 2] (0| Oseareh SR [ & @ 3

ess [] htpifctep. cancer o =l B0 | fums >

¥

Contracis Fanding i N TCTSUp

» Plans and Priorities for Cancer Research Human Research Protections

s Surgical Oncology and Gynecologic Oncology Funding Investigators’ Handhook
and Training Opportunities « Office for Human Research Protections

» Translational Research Initiative (formerly Translational : gs:ﬁiﬁ'g;;"r‘;‘:j”a’d (IRB) Guidelines Cooperative Group
Research Fund) Guidelines

(Update Coming Soon)

uidelines and Tools for Protocel Development and Requisition and Management of Agents
jeview . Cooperative Group Semi-
* pUhF'ES BIdlCUelnes Annual Meeting Schedule
» Investigators' Handbook e Clinical Drug Request {MIH-885) Farm (MS Ward)
o Letter of Intent (LOI) & NCI Investigational Dru_g Accountability Form
» Recent Solicitations for letters of intent for investigational & NCI Transfer Investigational Agent Form CTEP Forms
agents available thraugh CTEP & NCIRetum Investigational Agent Form _—
» Concept Submission s Links to Commercial Drug Shortage Recourses o TR
» List of Codes and Values w
» Protocol Templates and Applications Lrogram
o Organ Dysfunction Studies Information
o CTEP Amendment Requests
o NCI Standard Pratocol Language for Collaborative Ulinfca! Trial Resources:
Agreements
o Patient Confidential Disclosure Agreement * Listof Codes and
o Mon-Pratocol Access to Experimental Agents > Values

Correlative Science Guidelines

AJEERS

Adverse Event
Expedited Reporting
System

CTCAE iforrmetl
known as CTC) v2.0
and v3.0:

Common Terminology
Criteria for Adverse
Events +3.0 and
Cornmon Toxicity
Criteria v2.0

COUS

Clinical Data Update

Cromdmn

el s i ErT—

Policies and Guidelines

Clinical Drug Request (MIH-886) Faorm

MCI Investigational Orug Accountability Form
MCI Transfer Investigational Agent Farrm

MCI Return Irvestigational Agent Form

Cancer Therapy Evaluation Program Developing Ce

epp—— ||

Resources Funding Guidelines & Requisition | Reporting | Mo ng of Industry
Opportunities, Tools for of Agents | Guidelines | Clinical Trials [ Collaborations

Protocol Development Protections

Human
Research

List of Codes and Values

» Disease Codes
The CTEP Simplified Disease Classification (CTEP
allowing reporting based on the Medical Dictio
regulatory authorities within the U.S., Eur

.15 a restructured, mare intuitive classification of diseases, designed to meet the needs of CTEP while stil
or Drug Requlatory Reparting (MedDRA) terminology. MedDRA is used as the global standard for reparting to

o CTCv2.0/CTCAE v3.0 Codes
Commaon Toxicity Criteria (CTC +2.0) and the Corman Terminology Criteria for Adverse Events (CTCAE v3.0) are based on MedDRA and are used for reporting
adverse events experienced by patients enrolled in clinical trials.

» Pre-Existing Condition Codes
The CTEP Pre-Existing Condition Codes are based on MedDRA and are used for reporting pre-existing patient conditions for patients enrolled in clinical trials

+ Therapy Codes
The CTEF Therapy Classification has been simplified for use in reporting clinical trial therapy types {i.e., non-drug, drug, andéor immunotherapy)

» Agent NSC Numbers
Unigue identifiers to he used when identifying agents when submitting clinical trial data to CTEP

» Country Codes
Urigque identifiers for countries to be used when submitting clinical trial data to CTEP

» Cooperative Group Codes
Unigue identifiers for the Cooperative Groups to be used when submitting clinical trial data to CTEP

- Inetititian Cadon

] cone LT @mene |
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CTEP Simplified Disease Classification v1.0
(Updated July 5, 2005)

& & &

&

Medical Dictionary for Regulatory Activities (MedDRA)

(Effective July 1, 2002)

Codes v6.0 &
(Effective October 1, 2003)

Medical Dictionary for Regulatory Activities (MedDRA)

Codes v5.0 &

[CTCAE v3.0 MedDRAVG.D) |
(Effective October 1, 2003)

ITCAE/CTC Codes Additional mapping files are available on the CTCAE VWeb page.

CTCAE v3.0 {MedDRA v6.0) (with Grades)
(Effective October 1, 2003)

Notice of MedDRA Code Modifications
(Effective October 1, 2003)

CTC v2.0 Codes (MedDRA v6.0)
(Effective October 1, 2003)

CTC v2.0 Codes (MedDRA v5.0)
[Effective July 1, 20021

re-existing Condition Codes

Medical Dicti Requlat iviti

R %thm 1,‘- ;EEG) q ry Activities (MedDRA) Codes v6.0 & & &
Medical Dicti for R latory Activities (MedDRA)} Codes v5.0

(Effective July 1, ZEIEZ)N b 1y Activities e ) Codes ) E) )

herapy Codes
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