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We thank Gregucci and Fiorentino for their comments on
our paper [1]. We take this opportunity to address some of
their remarks.

As the trial protocol was written more than a decade ago,
changes in clinical management and in the availability of
new effective treatment options in advanced prostate
cancer (PC) could not have been foreseen. This relates to
the outcome of seminal PC trials in the early 2010s such as
AFFIRM |[2] and PREVAIL [3] (enzalutamide), COU-AA-301
[4] (abiraterone), ASYMPCA [5] (radium-223), and TROPIC
[6] (cabazitaxel), which all showed an overall survival
benefit in patients with metastatic castration-resistant PC.
Thus, at the time at which the protocol for HORRAD was
written, overall survival among men with hormone-naive
metastatic PC was expected to be lower than that actually
observed in the late 2010s. However, as HORRAD was a
randomized clinical trial, these new treatment modalities
were shown to be evenly distributed among treatment
arms, refuting an explanation for a difference in overall
survival between those who received local radiation
therapy and those who did not [1].

As Gregucci and Fiorentino indicated, the number of
osseous metastases and their location in the skeleton
were shown to be of prognostic importance. The
CHAARTED trial [7] revealed that a distinction between
high-volume disease (defined as visceral metastases, or
four or more bone metastases, with at least one outside
the spine and pelvis) and low-volume disease could
mandate treatment with docetaxel in patients with
primary hormone-naive metastatic PC. In many clinics
today, patients with high-volume disease receive

docetaxel accompanied by castration therapy, whereas
those with low-volume disease do not. The number of
osseous metastases and their location is a matter of
further study in the HORRAD trial.

Again, we should stress that the HORRAD trial was
negative for all its prognostic subgroups for the endpoint of
overall survival. Contradictory to the data from the recently
published STAMPEDE trial [8], this holds true for those with
low prostate-specific antigen (<60 ng/ml), low Gleason
scores (<7), and those with low-volume bone metastatic
(<5 metastases) PC.
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