Noncancer comparators in cancer
survivorship studies

In their article on new directions in cancer and aging,
Kobayashi et al' discuss the important issue of control
selection in cancer survivorship studies. As in all areas of
epidemiology and health services research, the scientific
question should drive the choice of comparison groups.
We believe that it is helpful to consider the comparators
needed to address 3 distinct types of survivorship questions.

When we are interested in etiologic questions about
the joint effects of cancer and its treatment, a noncancer
comparator is usually appropriate. Comparing survivors
with cancer-free persons can improve our understanding
of the effects of cancer and its treatment “over and above
normal aging alone.”’ An example of such a question
would be “Do people with cancer who have received a
specific treatment have impaired cognition compared to
otherwise similar individuals without a history of cancer?”

When we are interested in the effects of specific cancer
treatments on aging-relevant outcomes, we can limit our
studies to cancer survivors. For clinical decision-making,
it may not be useful to know what would have happened
had a person not developed cancer. The comparison of
interest is among cancer survivors, namely those who re-
ceive treatment and those who receive no treatment. An
example of such a question would be “Does palliative che-
motherapy exacerbate functional impairment compared
with no chemotherapy?” Similar logic applies for expo-
sures other than treatment, such as lifestyle factors and
preventive care, if the goal is to determine care delivery for
patients with cancer. In such studies, a noncancer com-
parator is likely unnecessary.

When we are interested in whether health promo-
tion or clinical recommendations should differ on the

basis of cancer history, a stratified analysis is informative.
Comparing the exposure-outcome association in people
with and without a history of cancer can answer questions
such as “Should cancer survivors take additional preven-
tive measures to mitigate COVID-19 and its sequalae be-
yond what is recommended for those without a history
of cancer?”

Recognizing when a noncancer comparator is un-
necessary to address the scientific question of interest is as
important as recognizing when it is necessary. When non-
cancer comparators are not needed, resources (eg, funds
for chart abstraction, patient contact, and intervention
delivery) can be used to increase the number and diversity
of cancer survivors in the study or to improve the depth
or breadth of the data collection.
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