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Outline
• CTCAE v3.0 As-is

• MedDRA Fundamentals

• CTCAE v3.0 Relationship to MedDRA

• Content revision
• 100% MedDRA single concepts

• CTEP, FDA, CBITT, Industry, Others

• Understandability, Reproducibility, Usability

• Instructions for Excel Documents



CTCAE v3.0 Components
• Adverse Event Term

• Supra-ordinate Term

• Grading Scale

• Also Consider

• Navigation Notes

• Mapped to MedDRA LLT (imperfect)
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CTCAE v3.0 Components

AE Term

Adverse Event Term
– Mapped where possible to MedDRA LLT
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Supra-ordinate term
– Is a grouping term based on disease process, signs, symptoms, or diagnosis

– Is accompanied by specific AEs that are all related to the Supra-ordinate term

– Provides clustering and consistent representation of Grade (severity descriptions) for 

related AEs

– Are not AEs, are not mapped to a MedDRA LLT term

– Cannot be used for reporting

CTCAE v3.0 Components

Supra-ordinate Terms
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CTCAE v3.0 Components

AE Grading Scale

Grading/severity scale
– Unique for each AE term



0 No adverse event or within normal limits

1 Mild Adverse Event (minor; no specific medical intervention; asymptomatic 

laboratory findings only, radiographic findings only; marginal clinical relevance)

2 Moderate Adverse Event (minimal intervention; local intervention; noninvasive 

intervention [packing, cautery])

3 Severe and undesirable Adverse Event (significant symptoms requiring 

hospitalization or invasive intervention; transfusion; elective interventional 

radiological procedure; therapeutic endoscopy or operation)

4 Life-threatening or disabling Adverse Event (complicated by acute, life-

threatening metabolic or cardiovascular complications such as circulatory 

failure, hemorrhage, sepsis. Life-threatening physiologic consequences; need 

for intensive care or emergent invasive procedure; emergent interventional 

radiological procedure, therapeutic endoscopy or operation)

5 Fatal adverse event

CTEP, NCI CTCAE v3.0

General Descriptions of Grade



1 Symptomatic, able to eat regular diet

2 Symptomatic and altered eating/swallowing (e.g., altered dietary habits, oral 

supplements); IV fluids indicated <24 hrs

3 Symptomatic and severely altered eating/swallowing (e.g., inadequate oral 

caloric or fluid intake); IV fluids, tube feedings or TPN indicated >24 hrs

4 Life-threatening consequences (e.g., obstruction, perforation)

CTCAE v3.0
General Descriptions of Grade used as a guide for defining 

CTCAE term-specific severity grading scale

Dysphagia (difficulty swallowing) 
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Medical Dictionary for Regulatory 

Activities – MedDRA

Background

• Is a clinically validated international medical terminology

used by regulatory authorities and the regulated 

biopharmaceutical industry throughout the entire 

regulatory process, from pre-marketing to post-marketing 

activities, and for data entry, retrieval, evaluation, and 

presentation.

• Is the adverse event classification dictionary endorsed 

by the International Conference on Harmonisation of 

Technical Requirements for Registration of 

Pharmaceuticals for Human Use (ICH).

http://en.wikipedia.org/wiki/Medical_terminology
http://en.wikipedia.org/wiki/Adverse_event
http://en.wikipedia.org/wiki/International_Conference_on_Harmonisation_of_Technical_Requirements_for_Registration_of_Pharmaceuticals_for_Human_Use
http://en.wikipedia.org/wiki/International_Conference_on_Harmonisation_of_Technical_Requirements_for_Registration_of_Pharmaceuticals_for_Human_Use
http://en.wikipedia.org/wiki/International_Conference_on_Harmonisation_of_Technical_Requirements_for_Registration_of_Pharmaceuticals_for_Human_Use


MedDRA

• Is used in the US, European Union, and Japan. 

Its use is currently mandated in Europe and 

Japan for safety reporting.

• Is managed by the MSSO (Maintenance and 

Support Services Organization), an organization 

that reports to the International Federation of 

Pharmaceutical Manufacturers and Associations

(IFPMA).

http://en.wikipedia.org/wiki/US
http://en.wikipedia.org/wiki/European_Union
http://en.wikipedia.org/wiki/Japan
http://en.wikipedia.org/wiki/International_Federation_of_Pharmaceutical_Manufacturers_and_Associations
http://en.wikipedia.org/wiki/International_Federation_of_Pharmaceutical_Manufacturers_and_Associations


MedDRA Structure
System, Organ, 

Class

SOC Highest level of the terminology, and 

distinguished by anatomical or 

physiological system, etiology, or 

purpose
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High Level Group 

Term

HLGT Subordinate to SOC, supraordinate 

descriptor for one or more HLTs

332

High Level Term HLT Subordinate to HLGT, 

superaordinate descriptor for one or 

more PTs

1,688

Preferred Term PT Represents a single medical 

concept

18,075

Lowest Level Term LLT Lowest level of the terminology, 

related to a single PT as a synonym, 

lexical variant, or quasi-synonym 

(Note: All PTs have an identical LLT)

66,135



MedDRA

• In addition, the MedDRA dictionary includes 
Standardized MedDRA Queries (SMQs). SMQs are 
groupings of terms that relate to a defined medical 
condition or area of interest.

• MedDRA translations
– Dutch

– English

– French

– German

– Italian

– Japanese

– Portuguese

– Spanish



CTCAE v3.0 & MedDRA

• CTCAE & MedDRA

– MedDRA is used by the biopharmaceutical industry 

and regulatory agencies within the ICH regions

• CTCAE use by Industry

– CTCAE is widely used in oncology and HIV clinical 

research
– To facilitate data exchange within internal databases using MedDRA and with 

regulatory authorities for the purpose of SAE reporting, must establish a 

mechanism to „translate‟ or „convert‟ CTCAE terms from investigators to 

MedDRA terms.

– CTCAE mapping to MedDRA (imperfect)
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Comparison

MedDRA

List of terms

>86,000

Content: Comprehensive

---

Hierarchy: 5 levels

Medically validated

CTCAE v3.0

List of terms

1,059

Content: Oncology

Severity Scale

Hierarchy: 2 levels

---



CTCAE v3.0 Issues & MedDRA

• CTCAE v3.0 Terms

– Multiple concepts

– One/many element of Grade description is 

critical AE concept

– Not all MedDRA terms

• 72% CTCAE = mapped to a single MedDRA 

term/code

• 28% CTCAE = CTEP-only code (leading 9‟s with 

meaning to no one outside CTEP)



CTCAE v3.0 
Multiple Concepts in one AE Term
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Fatigue, Asthenia, Lethargy, Malaise

•Are unique concepts in MedDRA (PTs)

•Are not 

–related to a single Preferred Term

–synonyms, lexical variants, or quasi-synonyms

Mapped to MedDRA: Fatigue 10016256



MedDRA Preferred Term

Fatigue + 20 LLTs



CTCAE Revision
Fatigue (asthenia, lethargy, malaise)

• List separately in CTCAE

• List in format of CTCAE „Select‟?

– General system disorders NEC

• Fatigue

• Asthenia

• Lethargy

• Malaise

• If listed separately and/or as „Select‟ is 

grading scale appropriate?
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CTCAE v3.0 
Critical concept listed in Grade only – not as 

AE Term



CTCAE Revision
Allergic reaction/hypersensitivity 

(including drug fever)

Allergic reaction/hypersensitivity 

1. Transient flushing or rash; drug fever <38 C (<100.4 F)

2. Rash; flushing; urticaria; dyspnea; drug fever >38 C (>100.4 F)

3. Symptomatic bronchospasm, with or without urticaria; parenteral 

medication(s) indicated; allergy-related edema/angioedema; hypotension

4. ?

5. ?

Anaphylaxis

1.

2.

3.

4. ?

5. ?

Drug fever?



CTCAE Issue
Non-MedDRA Terms + CTEP-Only Codes

INFECTION CATEGORY



Count of 77 INFECTION terms

99% map to MedDRA



INFECTION CATEGORY

• Infection with unknown ANC – Conjunctiva

– MedDRA: Conjunctivitis infective -10010742

• Infection (documented clinically or 
microbiologically) with Grade 3 or 4 neutrophils 
(ANC <1.0 x 10e9/L) – Conjunctiva

• Infection with normal ANC or Grade 1 or 2 
neutrophils - Conjunctiva

9 
codes



141 Site-specific terms

<10% MedDRA



Comparison

MedDRA

List of standard terms

>86,000

Content: Comprehensive

Hierarchy: 5 levels

Medically validated

CTCAE v4.0

List of MedDRA standard 

terms

~1000?

Content: Subset of MedDRA 

appropriate for oncology

Severity Scale

Hierarchy: 2 – 3 levels?



CTCAE v4.0

1. Will not require sites to learn MedDRA

2. Will not require sites to code MedDRA

3. Will not be a clone of MedDRA

4. Will not be replace MedDRA



CTCAE v4.0

1. Will list a small subset of MedDRA 

standard terms that are common in 

oncology practice

2. CTCAE v4.0/MedDRA terms are 

recognized by the ICH community as 

practice standards



Working Group Assignments

Excel Documents

• Provide specific information by CTCAE 

v3.0 CATEGORY and by SOC

• 6 Worksheets per Excel File

• Not for comments, edits, additions, 

deletions, etc.

– All work will be done on the Wiki

• Are available on gForge



For Working Group Background Information ONLY

Excel Files by CTCAE v3.0 CATEGORY with 6 Worksheets

Worksheet #1



Rows inserted with potential revision MedDRA terms.

Comments column

Worksheet #2



CTCAE v3.0 ALLERGY CATEGORY

Majority of AEs reside in MedDRA SOC – Immune 

system disorders

SOC Immune systems disorders Worksheet displays 

all CTCAE v3.0 AEs that reside in Immune systems 

SOC

Worksheet #3



CTCAE v3.0 ALLERGY CATEGORY AEs actually 

reside in 3 different MedDRA SOCs

Worksheet #1



All CTCAE v3.0 AE Terms that appear in CTCAE v4.0 

and all new CTCAE v4.0 terms will be listed with their 

associated MedDRA SOCs

Worksheet #3



Working Group 

Information 

Only:

Historical data -

CTCAE v3.0 

AE terms 

reported to 

CTEP, NCI

Worksheet #4



Working Group 

Information 

Only:

MedDRA 

autoencoding 

of „Other, 

specify‟ 

verbatim:

Algorithm; 

Match; 

Uncoded

Worksheet #5



Working Group Information Only

CTCAE v3.0 AEs reported by CATEGORY

1.1.2004 – 4.1.208 Worksheet #6



gForge

Excel Documents + Instructions

http://gforge.nci.nih.gov/

http://gforge.nci.nih.gov/


Click on „New Account‟



Click on link

Provide information

You will get an email for 

Username/Password



After you have 

Username/Password

Access site, Log in



You will have no Projects.

Click on Register Project



Type in CTCAE

Type in “I am a Working 

Group Member”



Summary

Working Group Next Steps

1. gForge Account

• Working Group Membership

• Excels + Instructions

• Calendar of Events & Timelines

2. BiomedGT Wiki Account

• Use Discuss feature to discuss changes as 

appropriate

• Enter recommendations for revision

• Correspond with others on Revision Project

• Wiki to be updated at conclusion of this phase



Working Group #1

SOCs

• Blood and lymphatic system disorders

• Immune system disorders

• Infections and infestations

Members
Community Participants

Mary Allen1

Thomas J. Walsh, MD1

Brett Loechelt

Richard Aplenc, MD

Lillian Sung MD, PhD

CTEP Participants

Naoko Takebe, MD                  

Igor Espinoza-Delgado, MD*

Richard Little, MD

Ann Setser, BSN, MEd

*Temporary WG Lead.

When WG convenes, 

membership will name Lead

1 Unconfirmed or awaiting     

response



Anne Tompkins

Carol Andrist

Lisa Nastari

Shveta Tiwari

Kathy Sward

Krystal Sexton

Erin Hawkins

William Schelman

Eric Tate

Michael Apruzzese

Yukiko Watabe

Laurie Womak 

Vikrant Deshmukh

Gwen Samuel

Others-

Working Groups

Members at Large

WG Leads will request 

participation from Members 

at Large, or M@L may 

request WG of interest

Provisions



CTCAE v.3 Revision Project

Calendar - Timelines

• July 14  Working Groups being review

• July 16  Steering Committee Kick-off Meeting
– WG Leads included

• July 25  Working Group first review period ends

• July 28  Steering Committee Meeting
– WG Leads included

• July 29 Working Group Meeting (WG #s 1 – 6? TBD)
– WG Leads provide input from Steering Committee Meeting

• July 30 Working Group Meeting (WG #s 7 - 12? TBD)
– WG Leads provide input from Steering Committee Meeting



Steering Committee

Lawrence Wright (Chair) CBIIT, NCI

Alice Chen (co-chair) IDB, CTEP, NCI

Ann Setser (co-chair) CBIIT, NCI

Roberta Harris TRI Contractor for CTEP, NCI

Shanda Finnigan CTEP, NCI

Lois Nesbitt

Section Head, 

Medical 

Oversight

NSABP Biostatistical Center

Lynn B. Rufo

Manager, 

Medical 

Coding,Biometric

s Operations

Cephalon, Inc.

Louis Frey U of Utah

Stuart Turner

Frank Hartel CBIIT, NCI

Mike Riben MD Anderson

Salvatore Mungal Duke



Members of the CTCAE Advisory 

Board

Frank Hartel CBIIT, NCI

Rachel Humphrey VP, Development Lead BMS

Jean-Pierre Bizzari Sanofi

Joanne Lager 

Director Clinical Pharmacology 

Oncology Discovery Medicine 

Research & Development GSK

Lesley Seymour NCIC

Simon Voss 
Associate Director/Medical Fellow I -

Global Patient Safety - Oncology Lilly

Nina Maris Schering-Plough Research Institute

Chris Takimoto
Senior Director, Translational 

Medicine

Ortho Biotech Oncology R & 

D/Centocor

Jeff Summers
Duputy Director for Safety, Biologic 

Oncology Division FDA

Andy Trotti RTOG

Bob Kane FDA

Alice Chen Medical Officer IDB, CTEP, NCI

Ann Setser CBIIT, NCI

Percy Ivy Associate Chief IDB, CTEP, NCI

Ted Trimble Medical Officer CIB, CTEP, NCI

Linda Bressler

Director of Regulatory Affairs

Cancer and Leukemia Group B 

(CALGB) Central Office CALGB

Lori Minasian DCP, NCI

James Nickas
Senior Director, Development Drug 

Safety Genentech

Nathalie Dubois EORTC

Anna Zhao-Wong MedDRA MSSO

J. Michael Hamilton Chief Medical Officer Avalon Pharmaceuticals

Anne Tompkins



CTCAE Online Instructions and 

Guidelines

http://ctep.cancer.gov/

Find More Information about 

CTCAE v3.0

http://ctep.cancer.gov/


Go to CTEP website

Scroll 

down



Click on CTCAE v3.0



Click on CTCAE v3.0 

Online Instructions and 

Guidelines



Click on Search



Find much information by 

typing in the search field



Link to CTCAE v3.0 Revision Project 

Recorded Education Session

https://webmeeting.nih.gov/p19665680

Questions about project:

Ranjana Srivastava,

srivastava_ranjana@bah.com

https://webmeeting.nih.gov/p19665680

