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Reply to L. Marandino et al

We thank Marandino et al* and agree that cognitive
function is important and complex in men with meta-
static, hormone-sensitive prostate cancer. Cognitive
decline increases with age, as does the incidence of
metastatic prostate cancer, and has been associated
with a diagnosis of cancer, androgen deprivation ther-
apy, early generation antiandrogens, novel androgen
signaling inhibitors, and chemotherapy.? ENZAMET
provides unique information about self-ratings of cog-
nitive function and other aspects of health-related quality
of life (HRQoL) in men receiving these treatments for
metastatic, hormone-sensitive prostate cancer.®

Marandino et al® suggest that analyses of deterioration-
free survival should handle deaths and clinical pro-
gressions as competing risks rather than events.
Deterioration-free survival is a composite end point
that reflects net benefit on the basis of freedom from
clinical progression (with possible associated physical
and psychological symptoms), death, or a 10-point
deterioration in specified, individual aspects of self-
rated HRQoL. The rationale for combining these
events is that this accurately reflects the problem faced
by those affected and making decisions about treat-
ment and corresponds with published guidelines.*®
We agree that combining events related to the toler-
ability of treatment and the efficacy of treatment can
obscure effects in opposite directions. We, therefore,
presented both the composite end point (Fig 3) and
separate cumulative incidence functions for first de-
terioration in each aspect of HRQoL and for clinical
progression (Data Supplement, Supplementary Fig-
ure 6). This comprehensive approach provides the
data that clinicians need to better support patients
making decisions about treatment.

For example, Figure 2A of our report® shows that 10-
point or greater deteriorations in self-rated cognitive
function within 3 months were more frequent among
participants assigned enzalutamide than control (39% v
30%; difference 9%; 95% Cl, 3 to 15). We also reported
these frequencies within subgroups (Fig 2B) in which
testosterone suppression was used without docetaxel or
enzalutamide (27%) or in combination with docetaxel
alone (34%), with enzalutamide alone (35%), or with
both enzalutamide and docetaxel (44%). We have no
data on the frequency of self-reported deteriorations in
cognitive function among men recently diagnosed with
metastatic prostate cancer in the absence of testos-
terone suppression.

Self-ratings of cognitive function are important, but
they are more strongly associated with self-ratings of
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fatigue, anxiety, depression, and overall quality of life,
than with  objective measures of cognitive
impairment.® We considered the objective assess-
ment of cognitive function with formal neurocognitive
testing, but judged it impractical for an international,
phase 3 trial. We also agree that cognitive function
after cancer progression is of interest and may be
affected by previous and subsequent treatments, but
we judged that the additional information provided by
HRQoL assessment beyond progression would not
warrant the added burden for participants.
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