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on adrenocortical carcinoma (40) on non-small cell lung cancer (41) and on cancer of the 
head and neck (42) as cited.

An adverse event need not be life threatening in order to mandate dose modifica-
tion. In a description of skin reactions from sorafenib and sunitinib, Lacouture et al. 
(43) detail the hand and foot skin reactions occurring with use of these drugs, and 
schemes for dose reduction. The hand and foot skin reactions include blisters, necro-
sis, pain, reduction in mobility, and loss of weight-bearing ability of feet. The recom-
mended dose reduction is a 50% reduction in drug dose for at least 7 days, while the 
recommended drug delay is discontinuing the drug for at least 7 days. These recom-
mendations are keyed to, or coupled with, a standard grading scale for skin reaction 
severity.

II.  SAFETY DEFINITIONS

a.  Definitions from U.S. and European regulatory agencies
The FDA’s Guidance for Industry provides the following definitions for safety terms 
(44). The EMA also provides safety definitions, but these definitions may differ some-
what from those of the FDA (45). Investigators and medical writers need to compare 
safety definitions in these three sources: Code of Federal Regulations (CFR), ICH 
Guidelines, and FDA’s Guidance for Industry.

Definitions for adverse events find a basis in the CFR. For example, 21 CFR 
310.305(b) provides that adverse events include (46):

Any adverse event associated with the use of a drug in humans, whether or not considered drug 
related, including the following: An adverse event occurring in the course of the use of a drug 
product in professional practice; an adverse event occurring from drug overdose whether acci-
dental or intentional; an adverse event occurring from drug abuse; an adverse event occurring 
from drug withdrawal; and any failure of expected pharmacological action.
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