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The DETECT trial presented by Schilham et al. in The Journal
of Nuclear Medicine constitutes one of the first prospective trials
on prostate-specific membrane antigen (PSMA) radioguided sur-
gery (RGS) in primary prostate cancer patients (1). Thus, we first
would like to congratulate the authors for their efforts in the
design, execution, and subtle analysis of this study that proved the
feasibility and safety of this still-novel approach during robotic
pelvic lymphadenectomy with or without primary prostatectomy
in patients with prostate cancer and evidence of lymphatic spread
on preoperative PSMA PET imaging. However, in this context
and especially concerning the role of lymph node dissection, some
aspects deserve further discussion.
The intricate lymphatic drainage pathways of the prostate pose

a challenge in the treatment of prostate cancer because cancer cells
might disseminate to atypical regions not covered in established
surgical templates. Traditional extended lymph node dissection
often falls short in addressing spread to locations such as the blad-
der pedicle and the deep internal, pararectal, or presacral regions.
Sentinel procedures have been proposed to make up for this short-
coming and may detect slight atypical lymphatic spread; however,
the tracers used for these approaches are not tumor-specific and
often are even combined with an extended pelvic lymph node dis-
section rather than replacing it (2).
Pelvic lymph node dissection causes morbidity while remaining

of inconclusive oncologic value, as robust evidence from long-
term studies, even in primary high-risk disease, is lacking (3).
Although pelvic lymph node dissection represents a diagnostic
tool and may conciliate patients, this uncertainty about its onco-
logic value is even more troublesome in patients without evidence
of lymphatic spread on final histopathology postoperatively. Thus,
there is still much controversy on the value of and indications for
lymph node dissection in prostate cancer patients. Increased use of
modern imaging with PSMA PET has led some countries to omit
lymphadenectomy in patients without evidence of lymph node
metastases, whereas other guidelines still emphasize the value of
extended lymph node dissection in patients with an elevated risk
of metastasis in preoperative clinical nomograms.
The advent of PSMA PET imaging in primary prostate cancer

has substantially augmented our ability to discern lymphatic

involvement compared with conventional cross-sectional imaging
(4). Still, the challenge remains to intraoperatively detect those
tumor-infested lymph nodes reliably. The development and intro-
duction of PSMA RGS into clinical practice may at least partly
close this gap by enabling real-time molecular detection of pros-
tate cancer lesions during surgery through in vivo and ex vivo
g-probe measurements (5). Undoubtedly, this technique holds
promise in improving surgical accuracy and completeness.
Despite these advancements, PSMA PET lacks sensitivity for

small metastases, and PSMA RGS may still overlook small lymph
node metastases, as Schilham et al. accurately analyzed using post-
operative PSMA PET imaging (1). Particularly, in patients with
PSMA PET–positive pelvic lymph node metastases at primary
diagnosis, there is a risk of further additional slight lymphatic
spread. This understaging may be substantially higher than in the
setting of biochemical recurrence, when, additionally, the prostate-
specific antigen value, its dynamics, and other clinical parameters
can be taken into consideration and correlated with the PSMA
PET–positive tumor volume. This ability enables careful patient
selection to avoid early treatment failure.
Patients with PSMA PET–positive lymph nodes at primary stag-

ing harbor a considerable risk of aggressive tumor biology requir-
ing additional treatments besides surgery (6). In this clinical
scenario, a renaissance of neoadjuvant treatment strategies may be
expected. Several studies are investigating such neoadjuvant treat-
ment strategies in prostate cancer patients with an elevated risk
profile. First, emerging data suggest an oncologic benefit (7,8), but
data from registration trials are still pending. Neoadjuvant treat-
ment approaches lead to shrinkage of lymph node metastases,
impeding detectability by molecule-targeted PSMA RGS and ren-
dering such surgical approaches futile. At present, evidence for an
oncologic benefit is best for radiotherapy in combination with
androgen receptor pathway inhibition in patients with pelvic
lymph node metastases.
At the same time, PSMA PET leads to more sensitive detection

of lymph node metastases, and this early oligometastatic stage might
be an opportunity for surgery alone. For sure, the primary setting
offers an opportune environment for surgeons to familiarize them-
selves with the intricacies of the PSMA RGS procedure, especially
in learning its limitations and in navigating to anatomically chal-
lenging locations, as compared with the setting of biochemical
recurrence after primary radical prostatectomy or radiation therapy,
in which surgery might be even more complicated. Recent develop-
ments in hardware technology, such as the design of novel g-probes

Received Dec. 21, 2023; revision accepted Jan. 23, 2024.
For correspondence or reprints, contact Tobias Maurer (t.maurer@uke.de).
Published online Feb. 15, 2024.
COPYRIGHT� 2024 by the Society of Nuclear Medicine andMolecular Imaging.
DOI: 10.2967/jnumed.123.267187

430 THE JOURNAL OF NUCLEAR MEDICINE � Vol. 65 � No. 3 � March 2024

mailto:t.maurer@uke.de
https://doi.org/10.2967/jnumed.123.267187


for robotic surgery as compared with rigid laparoscopic g-probes,
might further facilitate those surgical procedures within the confined
space of the small pelvis (9). Furthermore, advancements in tracer
design and labeling, such as with 99mTc instead of 111In, will expand
its availability because 99mTc is an inexpensive and readily available
radiotracer with a favorable half-life and less radiation exposure
than 111In (10).
Besides these limitations and open questions regarding patient

selection and the oncologic benefits of surgery, the presented
DETECT trial and its thoughtful evaluation underscore the poten-
tial of PSMA RGS, and we thus want to applaud the authors again
for conducting this important clinical trial. Challenges persist, and
they urge us as a scientific community to delve more deeply into
refining the technique of PSMA-targeted surgery, exploring alter-
native tracers, and conducting rigorous trials to decipher the true
impact of this technique on long-term oncologic outcomes to ulti-
mately improve patient outcomes and shape the future landscape
of surgical prostate cancer management.
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