
various drugs and in the expression of drug-
catabolizing enzymes, that is, cytochromes, in
the elderly. Although old age appears not to
have an effect on the pharmacokinetics of most
drugs, the examples set forth by Shah (147) pro-
vide a concrete basis for establishing the elderly
as a subgroup, or in excluding the elderly,
when designing clinical trials.

According to the ICH Guidelines on geriatrics
(148), “[t]he geriatric population is arbitrarily
defined, for the purpose of this guideline, as com-
prising patients aged 65 years or older. It is
important, however, to seek patients in the older
age range, 75 and above, to the extent possible.
Protocols should not ordinarily include
arbitrary upper age cutoffs.” Moreover, the ICH
Guidelines provide the advice that, “[p]atients
entering clinical trials should be reasonably repre-
sentative of the population that will be later trea-
ted by the drug” (149), and further warn that,
“[i]t is important to determine whether or not the
pharmacokinetic behavior of the drug in elderly
subjects or patients is different from that in youn-
ger adults and to characterize the effects of influ-
ences, such as abnormal renal or hepatic function,
that are more common in the elderly” (150).

c. Subgroup of Subjects with No
Metastasis and Subgroup of Subjects with
Metastasis

The oncology trial of Grier et al. (151)
included two study arms, as indicated:

• Arm A. Standard drugs.
• Arm B. Standard drugs plus two other

drugs, ifosfamide and etopside.

The study population was stratified into
two subgroups. The two subgroups were
patients with metastasis (at baseline) and those
without metastasis (at baseline). The results
demonstrated no difference between arm A
and arm B, with analysis of the subgroup hav-
ing metastasis at baseline. However, the results
demonstrated a striking and dramatic differ-
ence in efficacy in the arm B group, for the
subgroup having no metastasis at baseline. To
view the data, one of the endpoints was that of
5-year overall survival. Five-year overall sur-
vival refers to the percent of all of the subjects,
for a given study arm, still alive at the 5-year
time point. For the subgroup of non-metastatic
subjects, the value for 5-year overall survival
for the standard therapy group was 61%, while
that for the experimental group was greater,
71% (P5 0.01). But for the subgroup of meta-
static subjects, no significant difference in
5-year overall survival was detected between
the two study arms—there was a slight differ-
ence, but this difference was not significant
(P5 0.81). P values are explained further in
this textbook in Chapter 9.

This result is concrete and easy to put into
practice in the context of routine patient care.
In other words, it is a routine task to determine
whether a patient’s cancer is metastatic, and to
provide the appropriate drugs.
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