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Objectives: PSMA PET/CT (Prostate-Specific Memb-
rane Antigen Positron Emission Tomography/Computed
Tomography) offers improved accuracy in detecting
lymph node invasion (LNI) in prostate cancer (PC)
patients, potentially reducing the need for extended
pelvic lymph node dissection (ePLND). This study aims
to evaluate a patient-tailored care pathway in which
ePLND is performed only in patients with unfavorable
intermediate- or high-risk PC who are deemed at risk for
LNI based on PSMA PET/CT findings.
Methods: In this interventional cohort study, 81
patients were managed according to the new care path-
way. ePLND was omitted in cases of negative PSMA

PET/CT findings (N0M0), while those with positive
PSMA PET/CT findings (N1M0) underwent ePLND.
A comparator group of 81 patients was selected from a
prospectively generated database for comparison.
Results: The intervention group experienced a 75%
reduction in the number of ePLNDs performed compared
to the comparator group (p < 0.001). ePLND-related
complications were significantly lower in the interven-
tion group (p = 0.008). No significant difference was
observed in 3-year biochemical-recurrence free survival
(BRFS) between the two groups (p = 0.958).
Conclusion: Omitting ePLND in patients with neg-
ative PSMA PET/CT findings (N0M0) leads to a
substantial reduction in the number of ePLNDs per-
formed, resulting in a decrease in morbidity, without
compromising early oncological outcomes.

Key Words: prostate cancer, PSMA PET/CT, rad-
ical prostatectomy, pelvic lymph node dissection,
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Introduction

The introduction of PSMA PET/CT (Prostate-Specific
Membrane Antigen Positron Emission Tomography/
Computed Tomography) has markedly improved

the accuracy of lymph node invasion (LNI) detec-
tion in prostate cancer (PC) patients compared to
conventional imaging modalities such as computed
tomography (CT) and magnetic resonance imaging
(MRI).1 With a sensitivity of approximately 40–55%
and a specificity of around 94–97%, PSMA PET/CT
represents a reliable staging tool for assessing LNI.2–4

However, small lymph node metastases may still go
undetected. Histopathological examination of lymph
nodes obtained through extended pelvic lymph node
dissection (ePLND) remains the most reliable method
for N-staging. The clinical necessity of staging PC
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patients for regional LNI has been a subject of
ongoing debate. Over the past few years, the Euro-
pean guidelines have adopted a more conservative
approach to performing PLND, due to a lack of clear
oncological benefit.5–7 As a result, PLND is no longer
actively recommended in patients with high-risk and
locally advanced PC according to the most recent
EAU guidelines. However, if a PLND is to be per-
formed, it is strongly recommended that it be done as
an ePLND.7

Several nomograms have been developed to esti-
mate the risk of LNI. Examples include the ROACH
formula, various iterations of the Briganti nomogram,
and the MSKCC nomogram.8 Using one of these
risk calculators, nearly all patients with unfavorable
intermediate-risk (Grade group 3) and high-risk PC
are considered candidates for ePLND, resulting in a
substantial number of potentially unnecessary pro-
cedures.8 Notably, these nomograms were developed
prior to the widespread adoption of PSMA PET/CT
and therefore do not incorporate its findings.8,9 In
response to this limitation, newer nomograms are
being developed that integrate PSMA PET/CT data
to more accurately identify patients who may benefit
from PLND.9–11 According to the systematic review by
Stabile et al., staging with PSMA PET/CT may help
reduce the number of ePLND procedures in men with
a lower risk of LNI, due to its high negative predictive
value (NPV) in this subgroup.12 However, in high-
risk patients, a negative PSMA PET/CT scan does not
reliably exclude LNI, as the NPV is significantly lower
in this population.12 Further research is needed to
evaluate the impact of PSMA PET/CT on the clinical
necessity of PLND.

The aim of this study is to evaluate a patient-
tailored care pathway for men with unfavorable
intermediate- and high-risk PC opting for radical
prostatectomy (RP), in which PSMA PET/CT is
used as the primary staging modality and PLND is
reserved for patients identified as at risk based on
PSMA PET/CT findings.

Methods

Study design and patient population
This interventional cohort study included patients
with unfavorable intermediate- and high-risk PC
undergoing RP. Unfavorable intermediate- or high-
risk PC was defined by the presence of at least
one of the following criteria: ISUP grade group
> 3, prostate-specific antigen (PSA) level > 20 ng/dl,
clinical T-stage > cT2c as assessed by digital rec-
tal examination (DRE), and/or cN+ on conventional

imaging (MRI or CT). The ISUP grade group was
determined based on histopathological evaluation of
prostate biopsy specimens. All patients underwent
pelvic MRI for locoregional staging and biopsy plan-
ning. Conventional staging with bone scan and CT
was permitted if already performed prior to entry into
the care pathway. In cases where conventional imag-
ing had not yet been performed, it was recommended
to omit it. Patients were excluded if they were unwill-
ing to provide written informed consent, were unable
to comply with the care pathway protocol, had evi-
dence of M1 disease on conventional imaging, had
low- or favourable intermediate-risk PC, had a con-
traindication for PSMA PET/CT, or were unable to
undergo pelvic MRI. This study was approved by
the Ethics Committee of Ghent University Hospital
(reference number BC-10297).

Intervention
All patients in the intervention cohort underwent
either 18F PSMA-11 PET/CT or 68Ga-PSMA-11
PET/CT for N- and M-staging. In cases where both
PSMA PET/CT and pelvic MRI showed no evidence
of lymph node or distant metastases (N0M0), PLND
was omitted during RP. If PSMA PET/CT indicated
suspected LNI (N1M0), an ePLND was performed
during RP. In cases with negative findings on PSMA
PET/CT (N0M0) but suspicious findings on pelvic
MRI (N1M0), a selective PLND (removal of the
suspicious lymph nodes only) was carried out. The
ePLND template included lymph nodes overlying
the external iliac vessels, along the internal iliac
artery, and within the obturator fossa. Patients were
followed at regular intervals: every 3 months during
the first year after diagnosis, every 6 months during
years 2 to 5, and annually thereafter. Follow-up
consisted of history taking, physical examination,
and serum PSA measurements. Additional diagnostic
tests, including imaging, were performed as deemed
necessary by the treating physician. Adjuvant
radiotherapy combined with androgen deprivation
therapy (ADT) was administered in cases of >3
positive lymph nodes detected during ePLND
(whole pelvis radiotherapy), or in cases with 1–2
positive lymph nodes and a pathological stage of
≥pT3b. Early salvage radiotherapy was offered to
patients with biochemical recurrence (BCR), defined
as PSA > 0.2 ng/mL or three consecutive rises in
PSA above the detection limit. Deviations from the
protocol were allowed following consultation with
the multidisciplinary cancer team.
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Comparator
Since 2015, all patients with PC have been invited
to provide informed consent for participation in a
prospective registry and follow-up study (EC UZG
2019/1506). Data from this cohort are stored in a
pseudonymized database. A total of 81 patients with
unfavorable- and high-risk PC were selected from
this database to serve as the comparator group. This
group was managed according to the pre-existing
institutional treatment protocol, which was later also
applied to the intervention cohort, ensuring identical
radiation and systemic therapy approaches.

Outcomes
The primary outcomes are: (1) reduction in the num-
ber of PLNDs performed, and (2) metastasis-free
survival (MFS) at 3 years.

Secondary outcomes include: (1) reduction in
postoperative complications within 90 days, assessed
using the Clavien-Dindo classification system,13 (2)
biochemical recurrence-free survival (BRFS) at 3
years, and (3) overall survival (OS) at 3 years.

Statistical analyses
Statistical analyses were performed using SPSS ver-
sion 28 and 29 (IBM Corp., Armonk, NY, USA).

A power analysis was conducted prior to the
study. It was assumed that 90% of patients in the
comparator cohort would undergo ePLND. The new
care pathway would be superior if it could achieve
a 20% reduction in ePLND without compromising
MFS. To achieve a power of 90% with a significance
level of 5%, a sample size of 79 patients per group (158
total) was required. To account for potential dropout,
81 patients were enrolled in the intervention cohort.

Patient characteristics were analyzed using
descriptive statistics. For continuous variables,
normal distribution was assessed using the Shapiro-
Wilk test. Normally distributed data were reported
as mean with standard deviation; non-normally
distributed data as median with interquartile range
(IQR). Categorical variables were summarized using
frequencies and percentages. Differences between
groups were evaluated using the Mann-Whitney
U test for continuous variables and the chi-square
test for categorical variables. Kaplan-Meier analysis
was used to estimate BRFS, MFS, cancer-specific
survival (CSS), and OS. Comparisons between
groups were made using the Log-Rank test. All
analyses were conducted according to the intention-
to-treat principle. A p-value < 0.05 was considered
statistically significant.

Results

Patient characteristics
A total of 162 patients were included in the study:
81 in the intervention group and 81 in the com-
parator group. Preoperative patient characteristics
are summarized in Table 1. There were no significant
differences between the two groups with regard to
age (p = 0.810), preoperative PSA levels (p = 0.296),
EAU risk group (p = 0.282), ISUP grade group
on prostate biopsy specimen (p = 0.871), clinical
T-stage on MRI (p = 0.286), N-stage on conven-
tional imaging (CT or MRI) (p > 0.99), or N-stage
on PSMA PET/CT (p = 0.383). In the intervention
group, 11 patients were found to have suspected LNI
on PSMA PET/CT, of whom 7 did not show LNI
on conventional imaging. Notably, no patients had
suspected LNI on conventional imaging that was not
also detected on PSMA PET/CT; therefore, no selec-
tive PLNDs were performed. Postoperative patient
characteristics are presented in Table 2. There were
no significant differences in pathological tumor stage
(p = 0.310), grade group on prostatectomy specimen
(p = 0.352), or surgical margin status (p = 0.329)
between groups. In the intervention group, LNI was
confirmed on final pathology examination in 6 out
of 11 (55%) patients who underwent ePLND. In con-
trast, LNI was detected in 13 out of 72 (18%) patients
in the comparator group (p = 0.007). Among the 7
patients with suspected LNI on PSMA PET/CT but
not on conventional imaging, 2 had confirmed LNI
on final pathology examination. All 4 patients with
LNI suspected on both PSMA PET/CT and conven-
tional imaging had pathologically confirmed LNI. In
total, 54 patients received adjuvant or salvage radio-
therapy: respectively 8 (10%) and 12 (15%) in the
intervention group, and 16 (20%) and 18 (22%) in the
comparator group (p = 0.058). The median follow-up
duration was 35 months (IQR: 26–59), with signif-
icantly longer follow-up in the comparator group
compared to the intervention group (59 vs. 27 months;
p < 0.001).

Outcomes
Only 11 (14%) patients in the intervention group
underwent ePLND, compared to 72 (89%) in the
comparator group (p < 0.001), representing a 75%
reduction in the number of ePLNDs performed.
During a median follow-up of 27 months, 2 (2.5%)
patients in the intervention group developed metas-
tases compared to 8 (9.9%) patients in the comparator
group over a median follow-up of 59 months. Esti-
mated 3-year MFS was 93% (±5.8) in the intervention
group and 91% (±3.2) in the comparator group
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TABLE 1. Pre-operative patient characteristics (according to group)

Characteristics All
patients

Intervention
group

Comparator
group

p-value
(intervention

vs. comparator)

Patients, n 162 81 81
Median age at surgery, in years (IQR) 68 (64–74) 68 (62–75) 68 (65–73) 0.810
Median PSA, ng/mL (IQR) 8.9 (6.1–13) 8.9 (5.7–13) 9.2 (6.8–13) 0.296
EAU risk group, n (%) 0.282

Unfavorable intermediate-risk 38 (23) 23 (28) 15 (19)
High-risk 101 (62) 46 (57) 55 (68)
Locally advanced 23 (14) 12 (15) 11 (14)

Clinical T-stage (cT) (on rectal examination),
n (%)

0.304

cT1c 54 (33) 30 (37) 24 (30)
cT2a 34 (21) 17 (21) 17 (21)
cT2b 28 (17) 15 (19) 13 (16)
cT2c 24 (15) 7 (8.6) 17 (21)
cT3 22 (14) 12 (15) 10 (12)

ISUP grade group on biopsy specimen, n (%) 0.871
1 4 (2.5) 2 (2.5) 2 (2.5)
2 16 (9.9) 8 (9.9) 8 (9.9)
3 54 (33) 27 (33) 27 (33)
4 57 (35) 31 (38) 26 (32)
5 31 (19) 13 (16) 18 (22)

Iconographic T-stage (iT) (on MRI), n (%) 0.286
iT1 8 (4.9) 4 (4.9) 4 (4.9)
iT2a 64 (40) 35 (43) 29 (36)
iT2b 10 (6.2) 4 (4.9) 6 (7.4)
iT2c 37 (23) 21 (26) 16 (20)
iT3a 32 (20) 15 (19) 17 (21)
iT3b 11 (6.8) 2 (2.5) 9 (11)

Iconographic N-stage (iN) (on CT or MRI),
n (%)

>0.99

iN0 154 (95) 77 (95) 77 (95)
iN1 8 (4.9) 4 (4.9) 4 (4.9)

Iconographic N-stage (miN) (on PSMA
PET/CT), n (%)

0.383

miN0 76 (85) 70 (86) 6 (75)
miN1 13 (15) 11 (14) 2 (25)
Total 89 81 8

Note: IQR, interquartile range; PSA, prostate-specific antigen.

(p = 0.324) (Figure 1A). Postoperative complications
were significantly fewer in the intervention group
(13 events) compared to the comparator group (32
events) (p = 0.008), as shown in Table 2. A detailed
list of the post-operative complications, according to
the classification by Cacciamani et al., is available

in Table 3.14 In the intervention group, 1 (1.2%) patient
and 2 (2.5%) patients had a complication that was
respectively “strongly related to PLND” and “likely
related to PLND”. In comparison, 7 (8.6%) and 9
(11%) patients in the comparator group experienced
complications in these respective categories.
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TABLE 2. Post-operative patient characteristics (according to group)

Characteristics All
patients

Intervention
group

Comparator
group

p-value (intervention
vs. comparator)

Patients, n 162 81 81
Median follow-up, in months (IQR) 35 (26–59) 27 (21–30) 59 (54–64) <0.001
PLND <0.001

noPLND 79 (49) 70 (86) 9 (11)
ePLND 83 (51) 11 (14) 72 (89)

Pathological tumor stage (pT), n (%) 0.310
pT2 70 (43) 34 (42) 36 (44)
pT3a 61 (38) 35 (43) 26 (32)
pT3b 30 (19) 12 (15) 18 (22)
pT4 1 (0.6) 0 (0) 1 (1.2)

ISUP grade group on prostatectomy
specimen, n (%)

0.352

1 3 (1.9) 1 (1.2) 2 (2.5)
2 40 (25) 19 (23) 21 (26)
3 58 (36) 26 (32) 32 (40)
4 30 (19) 20 (25) 10 (12)
5 31 (19) 15 (19) 16 (20)

Surgical margin status, n (%) 0.329
Negative (R0) 102 (63) 48 (59) 54 (67)
Positive (R1) 60 (37) 33 (41) 27 (33)

Pathological N-stage (pN), n (%) <0.001
pNx 79 (49) 70 (86) 9 (11)
pN0 64 (39) 5 (6.2) 59 (73)
pN1 19 (12) 6 (7.4) 13 (16)

Radiotherapy, n (%) 0.058
No 108 (67) 61 (75) 47 (58)
Adjuvant 24 (15) 8 (10) 16 (20)
Salvage 30 (19) 12 (15) 18 (22)

Post-operative complications*, n (%) 0.008
None 117 (72) 68 (84) 49 (61)
Grade 1 28 (17) 6 (7.4) 22 (27)
Grade 2 9 (5.6) 4 (4.9) 5 (6.2)
Grade 3a 2 (1.2) 1 (1.2) 1 (1.2)
Grade 3b 3 (1.9) 0 (0) 3 (3.7)
Grade 4a 3 (1.9) 2 (2.5) 1 (1.2)

Note: IQR, interquartile range; PLND, pelvic lymph node dissection. *Clavien-Dindo Classification.1

BCR occurred in 19 (23%) patients in the interven-
tion group and in 30 (37%) patients in the comparator
group. Estimated 3-year BRFS was 48 (±20)% for the
intervention group and 70 (±5.2)% for the comparator
group (p = 0.958) (Figure 1B). When stratified by EAU
risk group, no significant differences in BRFS were
observed (p = 0.882). Estimated 3-year OS was 96
(±2.1)% in the comparator group and 100% in the
intervention group, with no deaths occurring in the
latter (p = 0.118).

Discussion

The role of ePLND in PC management remains a topic
of ongoing debate. To date, no definitive oncological
benefit of performing an ePLND has been con-
sistently demonstrated. Two randomized controlled
trials (RCTs) have compared extended with lim-
ited PLND templates in recent years.15,16 While both
studies failed to demonstrate a significant advan-
tage of ePLND in terms of early outcomes, such
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FIGURE 1. Survival functions. (A) Metastasis-free survival (MFS) rate; (B) Biochemical recurrence-free survival
(BRFS) rate

as BRFS, updated findings from one of these tri-
als now suggest a potential benefit in reducing the
risk of developing distant metastases.15–17 However,
robust evidence comparing ePLND with no PLND
at all is still lacking. The advent of PSMA PET/CT
as a novel staging modality—with its superior accu-
racy compared to conventional imaging—has further
fueled the debate around the role of ePLND in
primary PC staging.1,9,12 The high NPV of PSMA
PET/CT, reaching approximately 95% for the detec-
tion of pelvic LNI, may support omitting PLND in
patients with negative PSMA PET/CT findings.1 This
notion is further supported by a very recent system-
atic review and meta-analysis, which confirmed that
PSMA PET/CT provides clinically relevant informa-
tion that can influence surgical planning, including
the decision whether or not to perform a PLND.4

Nonetheless, patient-specific factors such as PSAlevel
and ISUP grade group remain essential components
of the risk assessment, especially given the possibility
of microscopic nodal metastases that may be missed
on PSMA PET/CT.4

In this study, we evaluate a patient-tailored care
pathway in which PLND is performed only in
patients with unfavorable intermediate- and high-
risk PC deemed at risk for LNI as identified by
PSMA PET/CT. As expected, this approach led to a
substantial reduction in the number of PLNDs per-
formed, with a 75% decrease compared to the control
group. This reduction did not compromise short-term
oncological outcomes and was accompanied by a
significant drop in PLND-related complications. In
the comparator group, a significantly smaller percent-
age of patients undergoing ePLND had histologically

confirmed LNI, further underlining the potential
overuse of PLND in the pre-PSMA PET/CT era. That
the use of PSMA PET/CT in staging could reduce the
number of unnecessary PLND procedures has been
brought up by Stabile et al.12 Their systematic review
and meta-analysis demonstrated a difference in NPV
between risk groups, with a lower NPV in high-
risk patients (83%) compared to intermediate-risk
patients (96%). This differential diagnostic perfor-
mance suggests that ePLND may be safely omitted
in men with a nomogram-predicted LNI risk below
20% and a negative PSMA PET/CT scan. Conversely,
in patients with a higher a priori risk of LNI, for-
going PLND may result in missed nodal disease
and is therefore not recommended. These findings
are in line with the most recent systematic review
and meta-analysis by Mazzone et al., which con-
firmed the lower NPV of PSMA PET/CT in high-risk
patients compared to those with intermediate-risk
disease, further reinforcing the need for a risk-
adapted approach to interpreting negative PSMA
PET/CT findings.4

However, definitive proof of an oncological benefit
from performing an ePLND remains lacking and was
also not demonstrated in the present study. Early
oncologic outcomes, such as improved BRFS, could
not be confirmed in the comparator group. Even after
stratifying for risk group, no significant differences
were observed between the intervention and control
arms. It is noteworthy that BRFS appears lower in
the intervention group, despite the lack of statistical
significance, which may be explained by the smaller
sample size and the shorter follow-up period, con-
centrating events earlier. Only two patients in the
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TABLE 3. Post-operative complications

Complications All patients Intervention
group

Comparator
group

Strongly related to PLND, n (%) 8 (4.9) 1 (1.2) 7 (8.6)
G1*

Lymphorrhea (R/conservative) 3 (1.9) 0 (0) 3 (3.7)
Lymphedema (R/conservative) 2 (1.2) 0 (0) 2 (2.5)

G2
Lymphocele (R/antibiotics) 1 (0.6) 0 (0) 1 (1.2)

G3a
Lymphocele (R/percutaneous drainage) 2 (1.2) 1 (1.2) 1 (1.2)

Likely related to PLND, n (%) 11 (6.8) 2 (2.5) 9 (11)
G1

Pelvic hematoma (R/conservative) 3 (1.9) 0 (0) 3 (3.7)
Obturator nerve neuropraxia 2 (1.2) 0 (0) 2 (2.5)
Reactive scrotal hydrocele 1 (0.6) 1 (1.2) 0 (0)
Scrotal edema 1 (0.6) 0 (0) 1 (1.2)

G2
Pelvic hematoma (R/transfusion) 1 (0.6) 0 (0) 1 (1.2)
Pulmonary embolism 1 (0.6) 0 (0) 1 (1.2)

G3b
Hemoperitoneum (R/revision) 1 (0.6) 0 (0) 1 (1.2)

G4
Pulmonary insufficiency (DVT + pulmonary embolism) 1 (0.6) 1 (1.2) 0 (0)

Unlikely related to PLND, n (%) 26 (16) 10 (12) 16 (20)
G1

Retention (R/prolonged catheter stay) 12 (7.4) 2 (2.5) 10 (12)
Urine leak (R/prolonged catheter stay) 2 (1.2) 2 (2.5) 0 (0)
Muscle pain (R/analgesia) 1 (0.6) 1 (1.2) 0 (0)
Urethral pain 1 (0.6) 0 (0) 1 (1.2)

G2
Urinary tract infection (R/antibiotics) 2 (1.2) 2 (2.5) 0 (0)
Heart decompensation 1 (0.6) 1 (1.2) 0 (0)
Anasarca edema (R/diuretics) 1 (0.6) 0 (0) 1 (1.2)
Ileus 1 (0.6) 1 (1.2) 0 (0)
Wound infection (R/antibiotics) 1 (0.6) 0 (0) 1 (1.2)

G3b
Inguinal hernia 1 (0.6) 0 (0) 1 (1.2)
Pyelonephritis (R/stent) 1 (0.6) 0 (0) 1 (1.2)

G4
Acute renal insufficiency (ICU admission) 2 (1.2) 1 (1.2) 1 (1.2)

Note: PLND, pelvic lymph node dissection; G1, grade 1; R/, treatment; DVT, deep vein thrombosis; ICU, intensive care
unit. *Grading according to the Clavien-Dindo classification system.1

intervention group developed metastases, and no
deaths occurred in the intervention group during a
median follow-up of 27 months. However, this rela-
tively short follow-up—particularly when compared
to the 59-month median follow-up in the compara-
tor group—raises the possibility of underestimating

late biochemical recurrences. Given the often indolent
course of prostate cancer, longer follow-up is essential
before drawing firm conclusions regarding long-term
oncologic outcomes such as MFS and OS.

We also observed relatively high positive surgi-
cal margin (PSM) rates (41% vs. 33%), which are
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consistent with other studies involving high-risk
prostate cancer cohorts.18,19 This likely reflects the
unfavorable disease characteristics of our popula-
tion. Additionally, the routine use of whole-mount
histopathological processing in our teaching center
may lead to more accurate detection of positive
margins. The frequent application of Retzius-sparing
robot-assisted laparoscopic radical prostatectomy
(RALP), a technique associated with improved func-
tional outcomes but potentially higher apical PSM
rates, may also contribute.

PLND is known to be associated with increased
and more severe postoperative complication
rates.8,14,20 According to the systematic review by
Fossati et al., it is associated with a nearly 20%
complication risk, mainly related to significant
lymphoceles.7,20 The results from this study are in
line with these data: 19 out of 83 (23%) patients who
underwent ePLND experienced a complication either
strongly or likely related to the procedure according
to the classification by Cacciamani et al.14 Most of
these were Clavien-Dindo grade 1 or 2 complications
(79%). Given that 75% fewer ePLNDs were performed
in the intervention group, a significantly lower
complication rate was observed in this group
compared to the control group.

Despite the increased morbidity and the lack of
evidence for an oncological benefit, there is still
insufficient proof that PLND provides no oncological
advantage. Notably, the prostate-only versus whole-
pelvic radiation therapy (POP-RT) trial demonstrated
that in high-risk PC patients with negative PSMA
PET/CT, whole-pelvic nodal radiotherapy improved
BRFS compared to prostate-only radiotherapy.21 This
finding suggests that proactive treatment of pelvic
nodes may yield oncologic benefits. Furthermore,
PLND may still play a role as a staging and strati-
fication tool, identifying patients who could benefit
from adjuvant therapies.20 However, according to the
systematic review and meta-analysis by Vale et al.,
there is no clear evidence that adjuvant radiotherapy
improves event-free survival compared to early sal-
vage radiotherapy in men with localized or locally
advanced PC.22 One limitation of this analysis is the
low number of node-positive patients, making it dif-
ficult to assess the effect of adjuvant radiotherapy in
this subgroup.22 Additional research is therefore war-
ranted to better define the role of adjuvant treatment
specifically in the node-positive population. Another
important consideration is the diagnostic limitation
of PSMA PET/CT. Despite its overall good accuracy,
PSMA PET/CT may miss micrometastatic disease
due to its relatively low sensitivity (around 55%).4

In PSMA PET/CT-negative patients at high risk for

LNI, this may lead to under-staging and poten-
tially under-treatment. However, it remains unclear
whether micrometastases missed at PSMA PET/CT
have a significant impact on patient prognosis.4

Future clinical pathways should weigh this diagnos-
tic limitation when omitting PLND solely based on
negative PSMA findings. Given these complex con-
siderations, the integration of PSMA PET/CT into a
tailored surgical approach needs further validation.
Ongoing randomized controlled trials such as the
PREDICT-study (NCT04269512) and NCT05109910,
comparing ePLND with no PLND, are expected to
provide more definitive insights into the oncological
contribution of PLND.

This study is not free of limitations. A key lim-
itation of this study is its non-randomized design.
The intervention group was compared to a his-
torical control cohort derived from a prospective
registry, with patients treated approximately two
years earlier. Although matching was performed to
balance both groups for key baseline characteris-
tics, the use of a historical comparator introduces
the potential for temporal bias. Over the intervening
period, significant developments in prostate can-
cer management—such as advancements in surgical
techniques, refinement of adjuvant therapies, and
broader availability of novel systemic treatments—
may have contributed to improved survival outcomes
in the intervention group. These improvements in
care, which are unrelated to the performance or
omission of PLND, may confound the interpretation
of oncological benefit associated with the inter-
vention. Furthermore, by including only patients
in the intervention group who were staged using
PSMA PET/CT, it is possible that individuals with
micrometastatic disease located outside the pelvic
lymph nodes and detectable only through PSMA
PET/CT were excluded, whereas similar patients
may have been inadvertently included in the con-
trol group due to reliance on conventional imaging.
Finally, with a median follow-up of 27 months in the
intervention group, our data are currently too imma-
ture to evaluate late-oncological outcomes. Extended
follow-up will be crucial to validate the long-term
safety and efficacy of this proposed care pathway.

Conclusions

Omitting ePLND in patients with unfavorable
intermediate- and high-risk PC who have negative
PSMA PET/CT findings (N0M0) significantly
reduces the number of ePLNDs performed, thereby
lowering treatment-related morbidity without

90 Copyright © 2026 The Authors. Published by Tech Science Press; 33(1); February 2026
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compromising early oncological outcomes. However,

given the relatively short follow-up duration in this

study, the long-term oncological safety of omitting

ePLND remains uncertain.
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