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Purpose & Scope: 

NCI’s Common Terminology Criteria for Adverse Events (CTCAE v3.0) published in 2003 by CTEP is a list of adverse event (AE) terms associated with a severity grading scale and is available at http://ctep.cancer.gov/protocolDevelopment/electronic_applications/docs/ctcaev3.pdf.
CTCAE v3.0 is widely used within the oncology research community as the standard for documentation and analysis of AEs occurring in cancer research, for defining protocol parameters such as maximum tolerated dose, dose modification, and for comparison of safety profiles between interventions.  Since the adoption of MedDRA (Medical Dictionary for Regulatory Activities Terminology) by the ICH (International Conference on Harmonization), NCI, industry and regulatory bodies identified a need for CTCAE revision and synchronization with MedDRA.
The Vocabulary and Common Data Elements (VCDE) Workspace of caBIG® is responsible for standards oversight of NCI ontologies and vocabularies.  The VCDE evaluated CTCAE v3.0 based on caBIG® criteria and requirements were identified to update CTCAE toward standards compliance. Details are available at http://gforge.nci.nih.gov/frs/download.php/1699/CTCAE-Report-3.pdf
The NCI Center for Bioinformatics, via the caBIG® Initiative, and the Cancer Therapy Evaluation Program (CTEP), collaborated to revise CTCAE v3.0 with the goals:

 

· Harmonize CTCAE with MedDRA; 

· Revise and update adverse events and severity indicators in the terminology; 

· Make the terminology machine interpretable, conforming to caBIG Vocabulary criteria 

· Establish a formal, ongoing governance for future maintenance of CTCAE and 

continue to evolve CTCAE to better meet the needs of clinical investigators. 

Revision was carried out as an open collaboration within the broad oncology community.

Twelve Working Groups (WG) consisting of content, MedDRA, and data standards experts were organized by MedDRA SOCs (System, Organ, Class). WG members participated in weekly on-line meetings from July 2008 to February 2009 to review and/or edit AE terms and grading scales.  Editing was done using the BiomedGT Content Development Platform, which is a tool for collaborative terminology authoring developed by the National Cancer Institute Center for Bioinformatics, Apelon, Inc. and the Mayo Clinic Division of Biomedical Informatics.

Summary of characteristics of CTCAE v4.0

The Excel format of CTCAE version 4.0 (CTCAE_v4_Draft_Public.xls), represents the latest draft of the collaborative work done by a community of approximately 150 subject matter experts.

Highlights of this version are:

1. All AE terms are single concept MedDRA Lowest Level Terms (LLT).

2. AE terms are grouped by 26 MedDRA SOCs, replacing historical the CTCAE ‘CATEGORY’

3. There are 805 AE terms including 26 “Other, Specify’ place holders for documentation of verbatim terms within each of the 26 MedDRA SOCs.

4. Many CTCAE v3.0 critical concepts within grades are now listed as unique AE terms.
5. Though the grading system is still 1-5, not all terms will have all the grades.
6. Revised general guidelines for grade descriptions (Guideline_for_grading_scale.doc)
7. Common grades for all “Pain” and “Other, Specify” terms.

8. Formal definitions for AE terms provided by NCI Thesaurus

9. Formal, ongoing governance for future maintenance of CTCAE is being established.

10. Future availability of CTCAE v4.0 in pdf as well as electronic formats (OWL, XML, Excel, ASCII).  Unlike previous versions, NCI will not be providing paper copies of CTCAE v4 booklets.
Materials and Instructions for Reviewers:

· CTCAEv4 Draft Public: Excel format of draft CTCAE version 4.0. The file has two worksheets:1) AE Term & Grades and 2)AE Term Definitions
· General Grades Guidelines: General Characteristics of Grading Scale
· Comment Template: This is the only format that will be used by NCI to collate and evaluate public review submissions. The Template is formatted to assemble reviewer comments in 4 distinct components:
1. Purpose and Scope

2. Overall Content

3. Definitions (last Excel Worksheet): For each term, consider whether all information is accurate, clear, and complete, including whether it will be easily and consistently interpreted by all users of CTCAE who may need to refer to it.  Comments may specify particular issues, or may provide a preferred alternate definition (not copying any existing source without proper attribution).  Some terms do not have definitions and inputs are appreciated.  Comments are also welcomed on broader issues, such as when examples should be included.

4. Comments at the individual AE term and /or Grade Level

5. Format availability
· Process

1. Open the Template file and enter comments (e.g., recommendations, edits, etc.) as outlined by the Template.

2. Insert additional rows as necessary.

3. Save file locally and email to ctcae4@bah.com
The public review period ends April 10, 2009.

PAGE  
2

