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g. Subgroup Analysis Provides
Prognostic Factors

In a clinical trial of gastrointestinal (GI) can-
cer, Van Glabbeke et al. (160) defined several
subgroups, including:

* Age

¢ Gender

* Primary site of disease (abdominal,
stomach, small bowel)

* Prior treatments for GI cancer (surgery,
radiotherapy, and chemotherapy)

¢ Size of lesions (diameter of the largest
lesion) at the time of trial inclusion

* Baseline hematologic and biologic
parameters (white blood cells, granulocytes,
platelets, hemoglobin, creatinine, bilirubin,
and albumin).

A goal of the clinical trial was to identify
subgroups where the drug was less effective.
Low efficacy was evident where, during che-
motherapy, tumor size or number increased
early on, that is, during the first 3 months of
chemotherapy. The study determined a sub-
group where the drug was less effective. This
was the subgroup of patients with high granu-
locyte count at baseline. Based on this finding,
the authors recommended increasing the
amount of dose of the drug (imatinib) for this
particular subgroup, as follows. “In particular,
imatinib resistance can be delayed by increas-
ing the initial dose in patients with high gran-
ulocyte counts” (161).

4. INCLUSION/EXCLUSION CRITERIA, STRATIFICATION, AND SUBGROUPS—PART I

h. Recommending Dropping One
Subgroup from the Trial, Rather Than
Stopping the Entire Trial

Where one particular subgroup in a trial is
experiencing severe adverse drug reactions,
such as death, the investigator can drop that
particular subgroup from the trial (162).
Dropping one subgroup from a trial is prefera-
ble to stopping the entire trial. Hence, in con-
figuring the subgroups in the study
population, the investigator or medical writer
should contemplate various risk factors that
might be expected in the study population,
and for each risk factor, and include in the
Clinical Study Protocol criteria that can be
used to identify subjects as high, moderate,
and low risk. An example of dropping one
particular subgroup from a clinical trial can be
found in a study of emphysema (163). Further
information on dropping a subgroup from a
clinical trial appears in this textbook, in the
Drug Safety chapter, Chapter 25.

V. FDA’s DECISION-MAKING
PROCESSES IN EVALUATING
STRATIFICATION AND
SUBGROUPS

a. Introduction

FDA’s comments in its Medical Reviews pro-
vide guidance for stratification and for
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