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RISK MANAGEMENT OF PRESCRIPTION DRUGS

Background:

The FDA asked the following question in their announcement of this meeting in Section II. Scope of the Hearing, B. Tools for Risk Management:

Question:

What new tools can be created to better address specific drug risks?

Answer:

The CFR Section 201.57 states that the label should contain information on the categorization of adverse reactions by severity.  In order to comply with this Section of the CFR, there needs to be consistency in the assessment of adverse events, changes in electrocardiograms, and clinical laboratory tests.

A standardized rating scale could be created to gauge the severity of adverse events, changes in electrocardiograms, and changes in clinical laboratory results.  This standardized rating scale would be incorporated into all clinical protocols, so that the safety results are consistently categorized during the clinical research process for individual drugs and for all drugs that are in development.  The same standardized rating scale would be applied to safety data that is collected during formal post-marketing surveillance studies and to any safety data that is collected during the post-marketing period.

The classification of severity needs to start at the clinical trials stage of drug development.  Currently, the assessment of severity or the definition of severity is left to the sponsor.  Definitions are usually provided in the clinical protocols but these definitions can differ within a drug development project, between drug development projects, during different stages of development, and from company to company.  Their needs to be a unified set of standards for rating the severity of adverse events, changes in electrocardiograms, and changes in the clinical laboratory results.  This unified set of standards should be accepted and applied uniformly by all companies, investigators, sponsor-investigators, and they should be incorporated into all clinical protocols and used consistently for all drugs in clinical development.

The adverse events included in the Package Insert are usually from controlled Phase II and Phase III studies.  These studies would have been conducted over several years, by multiple investigators, in different geographic locations.  There would probably be differences in the protocols, in the experience of the investigators, in study personnel, and the period of treatment would be variable depending on the type of drug, nature of the indication, and objectives of the study.  It is likely that the nature of the drug development process would affect the consistency of the classification of severity.

There are two standardized scales available for rating the severity of adverse events, changes in electrocardiograms, and clinical laboratory results.  They are the NCI (National Cancer Institute) Common Toxicity Criteria (CTC) and the NIH Division of AIDS Table for Grading Severity of Adult Adverse Experiences.  These scales are used in cancer clinical trials and in clinical trials of drugs used to treat HIV infections.  There are differences between these two rating scales but they provide an objective classification method.  These rating scales could be combined and form the basis for a standardized severity rating scale.

The presentation will discuss the following:

· Lack of consistency in the rating of severity of safety information

· The effect of this lack of consistency on labeling

· Overview of the differences between the available severity rating scales

· The effect of consistency in the rating of the severity of safety information on the understanding of specific drug risks

Timing: about 10 minutes

Presentation is being sponsored by International Pharmaceutical Consultants, Inc., a private pharmaceutical development consulting company.  
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