b

S,

omedicines

Communication

Postoperative Radiotherapy of Prostate Cancer: Adjuvant
versus Early Salvage

Daniel Wegener 1,#( Daniel M. Aebersold (2, Marc-Oliver Grimm 3, Peter Hammerer ¢, Michael Froehner >,
Markus Graefen ¢, Dirk Boehmer 77, Daniel Zips 18 and Thomas Wiegel °

check for
updates

Citation: Wegener, D.; Aebersold,
D.M.; Grimm, M.-O.; Hammerer, P.;
Froehner, M.; Graefen, M.; Boehmer,
D.; Zips, D.; Wiegel, T. Postoperative
Radiotherapy of Prostate Cancer:
Adjuvant versus Early Salvage.
Biomedicines 2022, 10, 2256.

https:/ /doi.org/10.3390/
biomedicines10092256

Academic Editors: Alexander Winter
and Friedhelm Wawroschek

Received: 22 July 2022
Accepted: 7 September 2022
Published: 12 September 2022

Publisher’s Note: MDPI stays neutral
with regard to jurisdictional claims in
published maps and institutional affil-

iations.

Copyright: © 2022 by the authors.
Licensee MDPI, Basel, Switzerland.
This article is an open access article
distributed under the terms and
conditions of the Creative Commons
Attribution (CC BY) license (https://
creativecommons.org/licenses /by /
4.0/).

Department of Radiation Oncology, University Hospital Tuebingen, 72076 Tuebingen, Germany
Department of Radiation Oncology, Inselspital Bern University Hospital, University of Bern,
3012 Bern, Switzerland

Department of Urology, Jena University Hospital, 07743 Jena, Germany

Department of Urology, University Hospital Braunschweig, 38106 Braunschweig, Germany
Department of Urology, Zeisigwaldkliniken Bethanien Chemnitz, 09130 Chemnitz, Germany
Martini Clinic, University Medical Center Hamburg-Eppendorf, 20251 Hamburg, Germany
Department of Radiation Oncology, Charité University Medicine Berlin, 10117 Berlin, Germany
German Cancer Consortium (DKTK), Partner Site Tuebingen, German Cancer Research Center (DKFZ),
69120 Heidelberg, Germany

Department of Radiation Oncology, University Hospital Ulm, 89081 Ulm, Germany

*  Correspondence: daniel. wegener@med.uni-tuebingen.de; Tel.: +49-070-7129-86143

® N U e W

Abstract: Results of three randomized clinical trials (RCTs) comparing adjuvant radiotherapy (ART)
and early salvage radiotherapy (eSRT) of prostate carcinoma and a subsequent meta-analysis of the
individual patient data from these RCTs were recently published. The results suggest that early eSRT
is as effective and potentially less toxic than ART. Therefore, eSRT should be considered the standard
of care. However, due to limitations in the RCTs, ART remains a valid treatment option in patients
with the combination of high-risk features such as Gleason Score (GS) 8-10, positive surgical margins
(R1) and pathological T-stage 3 or 4 (pT3/4). This article provides a critical appraisal of the RCTs and
the rationale for recommendations adopted in the current national guidelines regarding patients with
high-risk features after radical prostatectomy (RP): ART should be offered in case of pT3/pT4 and R1
and Gleason Score 8-10; ART can be offered in case of pT3/pT4 and RO and Gleason Score 8-10 as
well as in case of multifocal R1 (including pT2) and Gleason Score 8-10. In any case, the alternative
treatment option of eSRT in case of rising PSA should be discussed with the patient.

Keywords: prostate cancer; radiotherapy; postoperative radiotherapy; adjuvant radiotherapy;
salvage radiotherapy

1. Introduction

Current international and national guidelines for post-prostatectomy patients with
adequate PSA response (<0.1 ng/mL) and with high risk of recurrence recommend either
adjuvant radiotherapy (ART) or early salvage radiotherapy (eSRT) [1]. This recommenda-
tion is based on previous randomized clinical trials (RCTs) [2—4] which demonstrated a
reduced risk of biochemical recurrence of approximately 20% in patients with high risk of
recurrence after radical prostatectomy (RP, i.e., positive surgical margins (R+), pT3/4 dis-
ease, GS 8-10). Follow-up data for survival endpoints and toxicity reached about 10 years
in these studies. However, these RCTs compared ART vs. surveillance (based on current
data) and late use of SRT related to imprecise PSA monitoring. In clinical practice, ART
was not always routinely administered in high-risk patients. Presumably, this had mul-
tiple reasons such as decision against ART by patient or treating physician related to the
risk of overtreatment or concerns about toxicity, especially in case of persistent urological
symptoms after RP. In addition, clinical experience (but not prospective trials) with eSRT,
revealed high rates of biochemical control and no obvious excess toxicity which led to the
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introduction of eSRT in clinical practice despite the lack of RCTs comparing ART and eSRT.
In 2020, three RCTs and one preplanned meta-analysis were published [5-8] (Table 1).

Table 1. Comparison of selected study characteristics and oncological and toxicity results of the RCTs
RADICALS-RT, GETUG-AFU 17 and RAVES and the ARTISTIC meta-analysis.

RADICALS-RT

GETUG-AFU 17

RAVES

ARTISTIC Meta-Analysis

Superiority (two-sided, 80%
power to detect increase from

Superiority of ART
(one-sided, 80% power to

Non-inferiority of SRT
(one-sided, 80% power to

Superiority (two-sided, 90%
power to detect a 5%

Trial design o o 1. detect increase of 10% 5-year detect 5-year FFbP difference in 5-year EFS,
90% to 950/;_1%0}’ §ar FFDM, EFS for ART over SRT, difference of <10% for SRT, 99% power to detect
o o = 5%) o =5%) 10% difference)
Primary Outcome FFDM EFS FFbP EFS
Accrual period 2007-2016 2008-2016 2009-2015
Planne(c; )a cerual 2600 718 470 (>120 events per group)
Actual inclusion o o o 2153
(1, %) 1396 (53.7%) 424 (59.1%) 333 (70.9%) (events: 138 SRT, 126 ART)
.. . One or more of: pT3/pT4, R+, . .
Mamrﬁlcrl;lsmn Gleason Score 7-10, PSA > 10 pT3/pT4a and R+ pT3/4or R;—Z()mcludmg
crieria ng/mL (including pT2) b
66 Gy in 33 Fx both .
RT jﬁileefsolr{? RT groups (61%) (16 6n?};1120?§e§)r(nz(§i}; EZ%U(};) S) 64 Gy in 32 Fx both groups
or 52.5 Gy in 20 Fx (29%) ymp y
Prostate bed, Prostate bed,
. additionally pelvic lymph additionally pelvic lymph
RT field nodes in 7% of ART arm and 3 nodes in 18% of ART arm Prostate bed
% of SRT arm and 24 % of SRT arm
Randomized to 6 or 24 months
of LHRH- analogue or
Bicalutamid (RADICALS-HT All patients: 6 months of
ADT - . . none
double randomization) or as triptoreline
clinically indicated for 24% of
ART arm and 27% of SRT arm.
ART timing <6 months after RP <6 months after RP <6 months after RP
PSA > 0.1 ng/mL and rising or
Trigger for eSRT 3 X consecutive rising below PSA > 0.2ng/mL PSA > 0.2ng/mL
0.1 ng/mL
. . ASAP after trigger PSA, .
eSRT timing <2 months of trigger PSA before PSA of 1 ng/mL <4 months of trigger PSA
Number of
patients who 228/699 (32.6%) 115/212 (54.2%) 84/167 (50.3%) 421/1078 (39.1%) *
received SRT
Median follow-up 60 75 78 60-78 months
(months)
Main result (ART QEo o 5-year EFS: 5-year FFbP: 5-year EFS:
vs. eSRT) 5-year FFbP: 85% vs. 88% 92% vs. 90% 86% vs. 87%. 89% vs. 8%
GU toxicity (ART G3+: 9% (54/599) vs. 5.1% G2+: 59% (125/212) G2+: 70% (116/166) vs.
vs. eSRT) (32/621) # vs. 22% (46/212) 54% (90/167)
GI toxicity (ART G3+: 2% (12/599) vs. 0.5% G2+: 8% (17/212) vs. 5% G2+: 14% (24/116) vs. 10%
vs. eSRT) (3/621) ## (11/212) (16/167)
% of IMRT (ART o o
vs. eSRT) 30% vs. 47%

Sources: table inspired by Vale et al., Tables 1 and 3. RCT = randomized clinical trial, FFDM = freedom from distant
metastases, EFS = event free survival, FFbP = freedom from biochemical progression, ART = adjuvant radiotherapy,
eSRT = early salvage radiotherapy, ECE = extracapsular extension, RP = radical prostatectomy, Fx = fractions,
ADT = androgen deprivation therapy, LHRH = luteinizing hormone releasing hormone, GU = genitourinary,
GI = gastrointestinal, IMRT = intensity modulated radiotherapy. * Numbers taken from each publication. Difference
in sum of all trials compared to meta-analysis most likely due to patients who triggered PSA threshold for SRT but
did not yet receive SRT and entered statistical calculations inconsistently. # Items cystitis G3+, hematuria G3+ and
urethral stricture G3+ summed up. ## Items diarrhea G3+ and proctitis G3+ summed up.
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2. Methods

A critical analysis of the recent RCTs comparing ART with eSRT and their meta-
analysis was performed. The authors evaluated whether the recommendations following
these studies could be generalized and should be adopted for patients featuring high-risk
features (R+, pT3/4, GS 8-10). Results of this assessment were incorporated into the
German national S3 guideline. The workflow is demonstrated in Figure 1.

3 RCTs, 1 meta-
analysis
recommending SRT
as standard of care

Rationale for
implementation of
recommendations
for ART for certain
high-risk patients in

the German
national guideline

Critical appraisal
considering the
subgroup of
patients at high risk
for recurrence

Integration of
recent data
favoring ART in
high-risk
constellations

» » »

Figure 1. Flowchart of the procedure in this manuscript. RCT = randomized controlled trial;
SRT = early salvage radiotherapy; ART = adjuvant radiotherapy.

3. Results

The “Raves” study by Kneebone et al. [5] was conducted between 2009 and 2015
in New Zealand and Australia and aimed to randomize 470 patients to either receive
ART 4-6 months after RP or salvage RT of 64 Gy in 32 fractions, triggered if post-RP PSA
breached 0.2 ng/mL. Included were patients with R+, notably possibly including pT2
patients, extraprostatic extension and/or seminal vesicle invasion. Postoperative PSA
needed to be below 0.1 ng/mL. This study’s power calculations and intended sample
size were based on an assumed 74% freedom from biochemical failure rate 5 years after
treatment (FFbF, defined as PSA > 0.4 ng/mL) in the adjuvant group and would consider
salvage RT non-inferior if FFbF was at most 10% lower than that. However, in 2015 the trial
closed for recruitment after 333 included patients due to “too little events” occurring and
reaching adequate power for the primary endpoint was deemed infeasible.

Results at the cutoff date for analysis in 2018 showed after a median follow-up (FU)
of 6.1 years that the aforementioned FFbF did not differ between the two groups (86% vs.
87%). A total of 84/167 (50.3%) patients of the eSRT arm had a biochemical relapse and
80/167 (47.9%) had undergone eSRT at that point. In the intend-to-treat analysis, grade 2
or worse genitourinary (GU) toxicity, was lower in the eSRT group compared to the ART
group (54% (90/167) compared to 70% (116/166)). Gastrointestinal (GI) grade 2+ toxicity
was similar: eSRT at 10% (n = 16) and ART at 14% (n = 24).

The authors conclude that eSRT is to be considered a new standard of care.

The French “GETUG-AFU 17” trial by Sargos et al. [6] included 424 patients between
2008 and 2016 with pT3/4, pNx or pNO carcinomas and R+. RT dose was 66 Gy in
33 fractions in both groups and RT of the pelvic lymph nodes was optional (46 Gy in
23 fractions). All patients received androgen deprivation therapy (ADT) consisting of
6 months of triptorelin. The primary outcome was event-free survival (EFS) and this study
was designed to show a 10% increase in the 5-year EFS rate from 60% with eSRT to 70%
with ART. To reach this endpoint, 718 patients were required yet this study was also
closed prematurely in 2016 due to unexpectedly low event rates (only n = 12 (5%) of the
expected 242 events had been reported thus far) and slow accrual. At that point, 54%
(n = 115 patients) of the eSRT group had received RT (n = 205 in ART group). Median PSA
level at the time of eSRT initialization was 0.24 ng/mL.

Results at the cutoff date and with a median FU of 75 months showed no significant
difference in EFS between the two groups (92% vs. 90%). In the intend-to-treat analysis,
there was however a significant difference in acute GI grade 2+ and GU grade 2+ toxicity
in favor of eSRT. Additionally, there was a difference in GU toxicity grade 2+ (ART 27%
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(58/212) vs. eSRT 7% (14/212)) and in erectile dysfunction (ART 28% (60/212) vs. eSRT
8% (17/212)).

The authors discuss that eSRT could spare patients from toxicity and overtreatment.

The “RADICALSRT” trial from Parker et al. [7] was conducted in Canada, Denmark,
Ireland and the United Kingdom. This study randomized 1.396 patients between 2007 and
2016 to receive either ART or eSRT. Inclusion criteria were either pT3/4, Gleason Score
7-10, R+ (pT2 possible) or initial PSA > 10 ng/mL. Originally, about 2600 patients were
planned to be included to have 80% power to detect an improvement in disease-specific
survival (DSS) from 70% to 75% or 90% power to detect an improvement from 80% to
85% at a two-sided 5% significance level. The primary endpoint was changed to freedom
from distant metastases (FFdAM) in 2011 because this study also recorded fewer events as
initially planned. This study chose post-RP PSA of 0.2 ng/mL or less as a cutoff. RT was
66 Gy in 33 fractions or 52.5 Gy in 20 fractions in both groups and RT of pelvic lymph
nodes was optional. Median PSA level at the time of eSRT initialization was 0.2 ng/mL.
In the ART group, 24% of patients (154/649) and 27% in the eSRT group (61/228 patients)
were additionally randomized to also receive ADT either for 6 or 24 months (either LHRH
analogue or Bicalutamide 150 mg) or additional ADT was administered according to
clinical judgement.

Results at the cutoff date in 2019 after a median FU of 4.9 years showed that the
primary endpoint FFdM could not be adequately evaluated due to low event rates. Rates
for 5-year FFbF were 85% for ART vs. 88% for eSRT (p = 0.56). 647 (93%) of the ART group
and 223 (32%) of the eSRT group had received RT at that point. In the intention-to-treat
analysis comparing 696 patients in both groups, significantly higher rates of RTOG GU and
GI toxicity items were reported for ART as well as higher rates of self-reported urinary-
and feacal incontinence at one year (but not five years) for ART.

The authors conclude that ART posed a higher risk, especially for GU toxicity while no
oncological benefit was seen. Therefore, eSRT should be regarded as the standard of care.

Vale et al. [8] published a meta-analysis of the aforementioned RTCs. This preplanned
analysis was organized with the workgroups of the three RCTs in 2014 (ARTISTIC col-
laboration) before any study results were known and aimed to further elaborate on the
comparison of ART and eSRT, especially since the event rates in all three mentioned RCTs
were lower than initially expected and accrual rates for each primary endpoint could not
be met. 2153 (ART n = 1075, eSRT n = 1078) patients were included. Out of the 1078 eSRT
patients, 421 (39.1%) had received eSRT. Median follow-up was 60-78 months. Based on
270 events, no advantage of ART over eSRT was found (EFS 89% vs. 88%). No preplanned
subgroup could be identified, for which ART was significantly beneficial.

The authors conclude that eSRT should be regarded as the standard of care.

4. Discussion

These four publications represent highly relevant evidence for the timing of post-
RP radiotherapy. However, a number of limitations need critical discussion and careful
consideration regarding the optimal choice of postoperative radiotherapy.

4.1. Follow-Up Time Not Sufficient to Conclude on Oncological Outcome

For each of the studies FU (mean 60-78 months) is rather short for a comparison of
oncological outcomes of RT after RP. Several previous RCTs (comparing ART to surveil-
lance) could demonstrate that a significant (further) increase in the difference of oncological
outcome parameters occurs over time. Hackman et al. found that the difference in bio-
chemical recurrence free survival between post-RP ART or surveillance further increased
after 5 years [9]. Similarly, the difference in OS further increased over time in the RCTs of
Thompson et al. and so did FFbF in the RCT of Wiegel et al. [2,4].

The low rate of events and slow accrual led to the premature termination of all
three RTCs. In the ARTISTIC meta-analysis based on 270 events (136 in eSRT group), an
adapted 88% baseline survival at 5 years was assumed and 120 events in the eSRT arm
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were predicted (endpoint EFS, Table 1). A power of 90% to detect a 5% difference in EFS
was successfully reached. However, since only 39.1% of patients in the eSRT arm (so
far) received RT, it is possible that further events influence oncological outcome (as well
as toxicity).

4.2. Immortal Time Bias

The apparent oncological equivalence of eSRT and ART could be confounded by an
immortal time bias. The aforementioned studies allowed for eSRT to start within four
months after exceeding the PSA threshold (0.1 ng/mL in RADICALS-RT or 0.2 ng/mL).
Then followed eSRT of eight weeks and up to three more months might have passed
until the first post-RT PSA value was obtained. Therefore, for an extended period of
time, patients receiving eSRT were systematically unavailable for triggering the PSA-cutoff
(0.4 ng/mL) defining an event in the mentioned RTCs.

This “immortal time bias” was first discussed by Tilki and D’Amico [10,11] and seems
most relevant for patients with a high risk for a rapidly rising PSA, which includes GS 8-10,
pT3/4 and especially a combination of those factors. Therefore, more mature data including
more events are required to finally answer this relevant question.

4.3. High-Risk Subgroup Underpowered

A large proportion of patients in the meta-analysis do not feature risk factors that
would currently warrant ART (GS 8-10 and pT3/4 characteristics, especially in combina-
tion). Especially in the RADICALS-RT trial, which contributed roughly two thirds of all
patients for the meta-analysis, inclusion criteria allowed patients with little risk for recur-
rence to be randomized. In this study, 56% of patients had GS 7a or lower and only 17%
had GS 8-10. 339 (24%) of patients had a pT2 carcinoma. Only 37 patients (2.7%) of both
arms featured GS 8+ and pT3b/4 and R+. A combination of two risk factors (GS 8+ and R+,
pT3b/4 and R+ and GS 8+ and pT3b/4) was given in 96 (6.9%), 122 (8.7%) and 23 patients
(1.6%) (see Supplementary Figures S2 and S3 of Parker et al. [7]). This consequently means
for the meta-analysis that >20% of patients had a pT2 carcinoma and only 20% of patients
had pT3b. Only 16% of patients had GS 8-10. Additionally, no reference pathology was
performed in the mentioned RCTs, which was shown to have a relevant impact especially
on the Gleason Score [12]. In today’s practice, a large proportion of patients in the analysis
would not be considered for ART (as today only the high-risk subgroup). It should be
expected that even with longer follow-up, the three trials and the meta-analysis might be
underpowered to sufficiently defend the statement that this high-risk subgroup does not
benefit from ART.

These first three points of criticism were recently addressed in a retrospective analysis
performed by Tilki et al., who evaluated the impact of ART vs. eSRT on overall mortality
in over 26,000 patients with a median FU of 8.16 years. Especially in the high-risk group
of GS 8-10 and pT3/4 (or GS 8-10 and pN1), a significantly reduced risk for all-cause
mortality was found when ART was performed compared to eSRT [11]. Therefore, despite
the limitations inherent in the retrospective design, this study appears to further support
ART in patients with multiple high-risk features.

4.4. Impact of ADT on Trial Results

ADT for 6 months was administered to all patients in both arms in the GETUG-AFU
17 trial and several patients in the RADICALS-RT trial (ADT of six months in 90 patients
(13.9%) and of 24 months in 45 patients (6.9%) of the ART arm and of six months in
33 patients (14.4%) and of 24 months in 13 patients (5.7%) who underwent RT in the eSRT
arm, respectively). In the RADICALS-RT trial, ADT was also administered to some patients
according to clinical judgement (n = 19 in ART am, # = 15 in eSRT arm), i.e., most likely to
high-risk patients. ADT can delay time to progression and possibly also influence curation
rates of ART (in the GETUG study only) or eSRT (in GETUG-AFU 17-and in RADICALS-
RT). Possibly, the addition of ADT has led to fewer events especially in the eSRT groups
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of those studies (as in the mean, eSRT must have been administered several months later
than ART and ADT might still be in effect for the remainder of the FU), creating a bias.
This could further influence BFS rates and raises the question of the reliability of EFS as
an endpoint.

4.5. Toxicity Possibly Just Delayed

Another point of criticism, also voiced by Tilki and D’Amico [10], is the “immortal
time bias” on (RT related) toxicity scoring: Since toxicity in the eSRT arm could only
increase after eSRT and since eSRT started months or years later than ART (data from
GETUG-AFU 17: mean difference ca. 22 months), for a large period of the FU period,
many patients in the eSRT group were locked out from an RT related toxicity increase. In
other words, many patients received ART in the RCTs, who according to current standards
would not be selected for ART. The toxicity reported by all these patients was compared to
the toxicity of the subgroup of patients who had received eSRT (39.1%) in relation to all
patients of the eSRT study arms and then revealed a higher toxicity for ART in the “intend
to treat” analysis. When directly comparing the toxicity of those patients of both arms who
actually received RT (“as treated”), ART was less toxic. Of course, this “intend-to treat”
analysis is nevertheless correct and still adds valuable data as toxicity in the “interval”
between RP and a possible eSRT is also highly relevant, but since the authors concluded
that ART is to be regarded as more toxic than eSRT, this bias is pointed out. Therefore, it
remains questionable whether the toxicity of ART is indeed increased over eSRT or simply
“postponed” (which would still be advantageous if oncological outcomes are equal).

4.6. RT Technique (IMRT vs. 3DRT) Might Have Influenced Outcomes

As previously mentioned, eSRT in the mean performed months to years after ART.
Within the trials period (2007 to 2016), technological advanced such as IMRT became more
widespread and replaced 3DRT in postoperative prostate cancer treatment. Evidence is
found in GETUG-AFU 17 where 30% of ART was performed as IMRT compared to 47% of
eSRT. Presumably, future patients in the eSRT arm will also mostly receive IMRT, further
increasing this potential bias [13].

4.7. Heterogeneity and Inconsistencies in Radiation Dose and Target Volume Definition among the
Three RCTs in the Meta-Analysis

The radiotherapy doses vary between the three RCTs (Raves trial: 64 Gy in both
groups, RADICALS-RT and GETUG-AFU 17: 66 Gy in both groups, the latter two also
partially included pelvic lymph nodes in the RT (RADICALS-RT: 7% in ART arm, 3% in
eSRT arm; GETUG-AFU 17: 18% in ART arm, 24% in eSRT arm, Table 1). This difference
in RT treatment dose and target volume poses a further risk of bias both for outcome
and toxicity.

4.8. Radiation Dose and Fractionation Not Considered Evidence-Based Standard of Care

Adjuvant radiation doses in the studies were 64 and 66 Gyj, i.e., higher than the cur-
rently accepted standard dose of 60 Gy, potentially leading to more toxicity. Hypofraction-
ated 52.5 Gy in 20 fractions, as received by 29% (n = 258) of patients in the RADICALS-RT
trial, appear not to be an established evidence-based standard alternative to conventional
fractionation and with a 2 Gy equivalent dose of 60.7 Gy (a/b = 2 Gy) introduce another
bias and source of heterogeneity complicating the interpretation and use in clinical practice.

4.9. ART Was Performed within Less Than 6 Months after Surgery

International guidelines (ASTRO, NCCN) would consider ART up to one year after
surgery. This might negatively influence the toxicity risk in the ART arm.
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4.10. Potential Inclusion of Patients with Persisting PSA after RP

In the RADICALS-RT trial, which contributed 64% of patients for the meta-analysis,
cutoff for inclusion was a post-RP PSA of 0.2 ng/mL or less. Current guidelines [1] would
consider postoperative PSA levels above 0.1 ng/mL as a PSA persistence with a potentially
worse prognosis and would advise eSRT. Data on how many patients of RADICALS-RT
fell into this category are not presented, therefore this potential bias is pointed out.

4.11. Risk of Delayed Referral to SRT

The perception among radiation oncologists and urologists that SRT is equivalent to
ART might lead to a delay of referral to SRT with higher PSA and subsequently worse prog-
nosis [14]. It is important to stress that the presumed equivalence is for early SRT (hazard
ratio for biochemical failure of 1.41 for PSA before SRT of <0.2ng/mL vs. >0.2-0.49 ng/mL
in a recent study from Campbell et al.) [15]. This caveat holds especially for high-risk fea-
tures such as GS 8-10 [16]. In addition, the use of PSMA-PET in the management of
postoperative PSA failure was not part of the studies. Thus, there is no evidence from the
RCTs to delay curative SRT until PSMA turns positive. Notably, this last argument is of
general nature and not in the context of the recent RCTs.

5. Conclusions

No doubt, the recent trials tremendously contribute to high level evidence for the
optimal care of patients and impact decision making for the majority of patients towards
eSRT. These new data greatly improve patient selection towards eSRT in patients without
multiple high-risk features and led to a reduction in “unnecessary” adjuvant treatments.
However, given the above-mentioned limitations, several of which having also been voiced
by the authors of the RCTs and the meta-analysis, the interdisciplinary working group
within the German S3 guideline consortium has agreed upon recommendations for patient
counselling in specific clinical scenarios where ART still appears to be a valid treatment
option (Figure 2). These subgroups (no PSA persistence, nodal negative) include:

Radical
Prostatectomy

pT3/4 AND R1 pT3/4 AND RO R1 (multifocal)
AND GS 8-10 AND GS 8-10 AND GS 8-10

ART should be ART can be
offered offered

In any case, the alternative treatment option of early SRT in case of rising PSA
should be discussed with the patient.

Figure 2. Organigram to aid decision making for patients with high-risk features. GS = Gleason Score.
ART = adjuvant radiotherapy; SRT = early salvage radiotherapy; PSA = prostate specific antigen.
Noteworthy, this organigram depicts the workflow in case of pNO and a post-operative PSA-value
of <0.1 ng/mL.

ART should be offered in case of pT3/pT4 and R1 and Gleason Score 8-10, ART can
be offered in case of pT3/pT4 and RO and Gleason Score 8-10, ART can be offered in case
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of multifocal R1 and Gleason Score 8-10 and pT2. In any case, the alternative of eSRT in
case of rising PSA should be discussed with the patient.

Further clinical data on the optimal management of patients after RP appear to be
necessary. For example, on the optimal use of ADT (e.g., RADICALS-HD), on novel
radiotherapy technologies, on role of hypofractionation, on the use of PET-CT and on the
use of biomarkers for better risk stratification.

Author Contributions: D.W,, D.Z. and T.W. were responsible for writing of the manuscript. D.M.A.,
M.-O.G., M.E, M.G., PH. and D.B. were responsible for manuscript revision and proof reading. All
authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest. D.W. and D.Z. declare the cooperation
with Siemens Healthcare, Philips, Elekta and PTB Braunschweig in another research project.

References

1.

10.
11.

12.

13.
14.

Mottet, N.; van den Bergh, R.C.N.; Briers, E.; Van den Broeck, T.; Cumberbatch, M.G.; De Santis, M.; Fanti, S.; Fossati, N.;
Gandaglia, G.; Gillessen, S.; et al. EAU-EANM-ESTRO-ESUR-SIOG Guidelines on Prostate Cancer-2020 Update. Part 1: Screening,
Diagnosis, and Local Treatment with Curative Intent. Eur. Urol. 2021, 79, 243-262. [CrossRef] [PubMed]

Wiegel, T.; Bartkowiak, D.; Bottke, D.; Bronner, C.; Steiner, U.; Siegmann, A.; Golz, R.; Storkel, S.; Willich, N.; Semjonow, A.; et al.
Adjuvant radiotherapy versus wait-and-see after radical prostatectomy: 10-year follow-up of the ARO 96-02/AUO AP 09/95
trial. Eur. Urol. 2014, 66, 243-250. [CrossRef] [PubMed]

Bolla, M.; van Poppel, H.; Tombal, B.; Vekemans, K.; Da Pozzo, L.; de Reijke, T.M.; Verbaeys, A.; Bosset, ].E.; van Velthoven, R,;
Colombel, M.; et al. Postoperative radiotherapy after radical prostatectomy for high-risk prostate cancer: Long-term results of a
randomised controlled trial (EORTC trial 22911). Lancet 2012, 380, 2018-2027. [CrossRef]

Thompson, I.M.; Tangen, C.M.; Paradelo, J.; Lucia, M.S.; Miller, G.; Troyer, D.; Messing, E.; Forman, J.; Chin, J.; Swanson, G.; et al.
Adjuvant radiotherapy for pathological T3NOMO prostate cancer significantly reduces risk of metastases and improves survival:
Long-term followup of a randomized clinical trial. J. Urol. 2009, 181, 956-962. [CrossRef] [PubMed]

Kneebone, A.; Fraser-Browne, C.; Duchesne, G.M.; Fisher, R.; Frydenberg, M.; Herschtal, A.; Williams, S.G.; Brown, C.; Delprado,
W.; Haworth, A.; et al. Adjuvant radiotherapy versus early salvage radiotherapy following radical prostatectomy (TROG
08.03/ ANZUP RAVES): A randomised, controlled, phase 3, non-inferiority trial. Lancet Oncol. 2020, 21, 1331-1340. [CrossRef]
Sargos, P.; Chabaud, S.; Latorzeff, I.; Magné, N.; Benyoucef, A.; Supiot, S.; Pasquier, D.; Abdiche, M.S.; Gilliot, O.; Graff-Cailleaud,
P; et al. Adjuvant radiotherapy versus early salvage radiotherapy plus short-term androgen deprivation therapy in men with
localised prostate cancer after radical prostatectomy (GETUG-AFU 17): A randomised, phase 3 trial. Lancet Oncol. 2020, 21,
1341-1352. [CrossRef]

Parker, C.C.; Clarke, N.W.; Cook, A.D.; Kynaston, H.G.; Petersen, PM.; Catton, C.; Cross, W.; Logue, ].; Parulekar, W.; Payne, H.;
et al. Timing of radiotherapy after radical prostatectomy (RADICALS-RT): A randomised, controlled phase 3 trial. Lancet 2020,
396, 1413-1421. [CrossRef]

Vale, C.L.; Fisher, D.; Kneebone, A.; Parker, C.; Pearse, M.; Richaud, P; Sargos, P.; Sydes, M.R.; Brawley, C.; Brihoum, M.; et al.
Adjuvant or early salvage radiotherapy for the treatment of localised and locally advanced prostate cancer: A prospectively
planned systematic review and meta-analysis of aggregate data. Lancet 2020, 396, 1422-1431. [CrossRef]

Hackman, G.; Taari, K.; Tammela, T.L.; Matikainen, M.; Kouri, M.; Joensuu, T.; Luukkaala, T.; Salonen, A.; Isotalo, T.; Petas, A.;
et al. Randomised Trial of Adjuvant Radiotherapy Following Radical Prostatectomy Versus Radical Prostatectomy Alone in
Prostate Cancer Patients with Positive Margins or Extracapsular Extension. Eur. Urol. 2019, 76, 586-595. [CrossRef] [PubMed]
Tilki, D.; D’Amico, A.V. Timing of radiotherapy after radical prostatectomy. Lancet 2020, 396, 1374-1375. [CrossRef]

Tilki, D.; Chen, M.H.; Wu, J.; Huland, H.; Graefen, M.; Wiegel, T.; Bohmer, D.; Mohamad, O.; Cowan, J.E.; Feng, FY,; et al.
Adjuvant Versus Early Salvage Radiation Therapy for Men at High Risk for Recurrence Following Radical Prostatectomy for
Prostate Cancer and the Risk of Death. J. Clin. Oncol. 2021, 39, 2284-2293. [CrossRef] [PubMed]

Bottke, D.; Golz, R ; Storkel, S.; Hinke, A.; Siegmann, A.; Hertle, L.; Miller, K.; Hinkelbein, W.; Wiegel, T. Phase 3 study of adjuvant
radiotherapy versus wait and see in pT3 prostate cancer: Impact of pathology review on analysis. Eur. Urol. 2013, 64, 193-198.
[CrossRef] [PubMed]

Ghadjar, P.; Hocht, S.; Wiegel, T. Postoperative radiotherapy in prostate cancer. Lancet 2021, 397, 1623. [CrossRef]

Chen, R.C.; Choudhury, A. Adjuvant Versus Early Salvage Radiation Therapy After Radical Prostatectomy for Men with Adverse
Pathologic Features-The Debate Continues. Int. J. Radiat. Oncol. Biol. Phys. 2021, 109, 839-843. [CrossRef] [PubMed]


http://doi.org/10.1016/j.eururo.2020.09.042
http://www.ncbi.nlm.nih.gov/pubmed/33172724
http://doi.org/10.1016/j.eururo.2014.03.011
http://www.ncbi.nlm.nih.gov/pubmed/24680359
http://doi.org/10.1016/S0140-6736(12)61253-7
http://doi.org/10.1016/j.juro.2008.11.032
http://www.ncbi.nlm.nih.gov/pubmed/19167731
http://doi.org/10.1016/S1470-2045(20)30456-3
http://doi.org/10.1016/S1470-2045(20)30454-X
http://doi.org/10.1016/S0140-6736(20)31553-1
http://doi.org/10.1016/S0140-6736(20)31952-8
http://doi.org/10.1016/j.eururo.2019.07.001
http://www.ncbi.nlm.nih.gov/pubmed/31375279
http://doi.org/10.1016/S0140-6736(20)31957-7
http://doi.org/10.1200/JCO.20.03714
http://www.ncbi.nlm.nih.gov/pubmed/34086480
http://doi.org/10.1016/j.eururo.2013.03.029
http://www.ncbi.nlm.nih.gov/pubmed/23522911
http://doi.org/10.1016/S0140-6736(21)00273-7
http://doi.org/10.1016/j.ijrobp.2020.12.022
http://www.ncbi.nlm.nih.gov/pubmed/33610298

Biomedicines 2022, 10, 2256 90f9

15. Campbell, S.R.; Tom, M.C.; Agrawal, S.; Efstathiou, J.A.; Michalski, ].M.; Abramowitz, M.C.; Pollack, A.; Spratt, D.E.; Hearn,
J.W.D.; Stephans, K.L.; et al. Integrating Prostate-specific Antigen Kinetics into Contemporary Predictive Nomograms of Salvage
Radiotherapy After Radical Prostatectomy. Eur. Urol. Oncol. 2021, 5, 304-313. [CrossRef] [PubMed]

16. Bartkowiak, D.; Thamm, R.; Bottke, D.; Siegmann, A.; Bohmer, D.; Budach, V.; Wiegel, T. Prostate-specific antigen after salvage
radiotherapy for postprostatectomy biochemical recurrence predicts long-term outcome including overall survival. Acta Oncol.
2018, 57, 362-367. [CrossRef] [PubMed]


http://doi.org/10.1016/j.euo.2021.04.011
http://www.ncbi.nlm.nih.gov/pubmed/34016556
http://doi.org/10.1080/0284186X.2017.1364869
http://www.ncbi.nlm.nih.gov/pubmed/28816074

	Introduction 
	Methods 
	Results 
	Discussion 
	Follow-Up Time Not Sufficient to Conclude on Oncological Outcome 
	Immortal Time Bias 
	High-Risk Subgroup Underpowered 
	Impact of ADT on Trial Results 
	Toxicity Possibly Just Delayed 
	RT Technique (IMRT vs. 3DRT) Might Have Influenced Outcomes 
	Heterogeneity and Inconsistencies in Radiation Dose and Target Volume Definition among the Three RCTs in the Meta-Analysis 
	Radiation Dose and Fractionation Not Considered Evidence-Based Standard of Care 
	ART Was Performed within Less Than 6 Months after Surgery 
	Potential Inclusion of Patients with Persisting PSA after RP 
	Risk of Delayed Referral to SRT 

	Conclusions 
	References

