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We thank the commenters for their important insights [1]. In our work, we chose
to interchangeably use the terms “very low prostate PET/CT PSMA uptake” (title) and
“negative” (using a quotation mark). Although semantics sometimes represent true critical
differences, we believe the current phrasing, especially when applied in the preoperative
setting, represents a similar concept, i.e., non-suspected prostate. As our goal was to
emphasize the surgeon’s clinical application of PET/CT PSMA, we believe these phrasings
represent a “real-life” perspective.

Regarding SUVmax, we completely agree with the commenters and find this cutoff
to represent an important part of the study methods. Looking into several examples in
the field, Ruschoff et al. suggested a normal SUVmax value to range from 3.15 to 9.1,
while Emmet et al. regarded different SUVmax cutoff values in their supplementary data,
defining SUVmax specificity to range between 84% and 94% for values between 6 and 7,
respectively, representing ~88% specificity for the value we applied (6.6) [2,3]. In our work,
we accordingly chose a SUVmax cutoff in the “middle ground”, based upon Uprimny et al.
defining the normal SUVmax cutoff as 6.6 [4]. Such variability is not uncommon in academic
publications. As mentioned in our study limitations, the data are subject to variability
having been gathered from five medical institutes subjects; however, such team effort
was necessitated in order to assemble a large enough cohort of patients who complied
with our study inclusion criteria. The fact that radiologists and pathologists in all of the
participating medical centers are highly experienced and dedicated professionals may
partially compensate for this effect.

Our data exemplify a high acceptance rate for PET/CT PSMA usage in the preopera-
tive setting. This represents agreement with PSMA uptake to correlate with prostate cancer
aggressiveness. However, the current work suggests that a subpopulation of patients with
clinically significant cancer and aggressive characteristics show deceptively weak PSMA
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uptake. Although prostate-specific membrane antigen (PSMA), as its name implies, was ini-
tially suggested as an highly specific tracer, as data were gathered, its specificity limitation
was acknowledged [5,6]. Considering the fact that PSMA PET/CT is now suggested as a
suitable replacement for conventional imaging by providing superior accuracy for staging
patients with high-risk prostate cancer before curative-intent treatment [7], we believe
similar questions regarding its ability in this clinical setting should be noted. Finding very
low /“negative” PET/CT PSMA reads amongst patients encompassing higher-risk disease
supports this hypothesis.

We again wish to thank our commenters for raising this discussion. We believe such
discussions will lead our community to recognize the true benefit as well as limitations of
any new technology we adopt. We will of course be happy to share future oncological data
of this cohort when the time comes.
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