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Medical Dictionary for Regulatory Activities (MedDRA)” (166). Moreover, the FDA
prefers that only one dictionary be used (167). But note that FDA does not require
the use of MedDRA for reporting of adverse events in any study or for spontaneous
reporting of adverse events (168).

While CTCAE was designed for use in oncology clinical trials it has, on occasion,
been used for trials on other diseases, such as human immunodeficiency virus (HIV)
and hypertension (169).

The CTCAE dictionary fits into the MedDRA dictionary. Where a clinical trial
is funded by NCI, the investigator is always required to send adverse event reports
to NCI, using CTCAE, for example CTCAE version 4.0 (170). All of the CTCAE
version 4.0 terms are MedDRA terms, that is, CTCAE version 4.0 is a subset of
MedDRA. For clinical trials used for gaining FDA approval, the FDA will likely accept
data on adverse events that use only CTCAE terminology (171).

¢. Examples of missing data in documents submitted to the FDA

Missing information can prevent or delay regulatory approval of any drug. Paper trails
that document decisions made during the drug approval process for hundreds of drugs
can be found on the FDA’s website (http://www.accessdata.tda.gov/scripts/cder/drug-
satfda/). These paper trails describe FDA’s reasons for approval based on safety and effi-
cacy data, as well as issues relating to deviations from the Clinical Study Protocol, and
the issue of missing data.

The following provides an example where missing data was an issue. The example
is from the approval process for cetuximab (Erbitux®), an antibody used for treating
cancer. At an earlier part of the approval process, the FDA wrote, “The review team
identified several major clinical and scientific deficiencies including...missing data...
the totality of the deficiencies rendered the application unacceptable for filing and a
Refuse to File letter was issued on December 28, 2001” (172,173). But at a later part
of the approval process, the FDA wrote, “Minor protocol deviations as per applicant
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