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Abstract
Background: It has been reported that compared with no 
local therapy (NLT), patients treated with local therapy (LT) 
using radiotherapy (RT) possess higher survival rate in meta-
static prostate cancer (mPCa). The aim of this meta-analysis 
was to evaluate the impact of RT on prognosis in patients 
with mPCa. Methods: We retrieved the literature in PubMed, 
Embase, and Cochrane Library databases until June 2019 us-
ing structured search terms. Several studies were included, 
which evaluated patients with mPCa who received RT versus 
NLT. Results: A total of 14,542 patients were analyzed in 7 
included papers (2 randomized controlled trials [RCTs] and 5 
cohort retrospective studies [CRS]), and 2,232 mPCa patients 
were treated with RT and 12,310 with NLT. The data of RCTs 
and CRS were analyzed separately. In RCTs, RT was associat-
ed with no significant difference in overall survival (OS) 
(pooled hazard ratio [HR] = 0.96; 95% confidence interval 

[CI]: 0.85–1.09; p = 0.55; I2 = 42%) relative to NLT, while sur-
vival benefit was observed in the low-metastatic burden 
group (pooled HR = 0.68; 95% CI: 0.54–0.86; p = 0.001; I2 = 
0%), and no survival benefit was observed in the high-meta-
static burden group (pooled HR = 1.07; 95% CI: 0.92–1.24;  
p = 0.39; I2 = 0%). In CRS, RT results in lower cancer-specific 
mortality (CSM) (pooled HR = 0.49; 95% CI: 0.34–0.75; p < 
0.00001; I2 = 0%) and higher OS (pooled HR = 0.61; 95% CI: 
0.55–0.68; p < 0.00001; I2 = 0%) relative to NLT. Subsequent 
analysis demonstrated that high level of M-stage or N-stage 
was associated with increased CSM (pooled HR = 2.08; 95% 
CI: 1.69–2.55; p < 0.00001; I2 = 0% and pooled HR = 1.16; 95% 
CI: 1.03–1.30; p < 0.00001; I2 = 0%; respectively). Conclu-
sions: Our observations in aggregate indicated that RT at 
least does not appear to be harmful and may be beneficial 
for low-metastatic burden patients and better condition pa-
tients. More prospective and randomized studies evaluating 
RT for mPCa are warranted. © 2020 S. Karger AG, Basel

Shuai Liu and Xiao-ying Wang contributed to this work equally.
Study registration: PROSPERO registration No.: CRD42019123871.
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Introduction

Prostate cancer (PCa) is one of the most frequent ma-
lignancies in males in the world [1]. Although the wide-
spread use of prostate-specific antigen (PSA) testing had 
led to reducing PCa mortality [2], still about 20% of pa-
tients have local lymph node or distant metastasis at diag-
nosis and about 4% have distant metastasis [1], which was 
associated with a poor prognosis [3]. Radical prostatecto-
my (RP) and radiotherapy (RT) were standard treatment 
options for men diagnosed with localized PCa. However, 
in metastatic prostate cancer (mPCa), androgen depriva-
tion therapy (ADT) with or without chemotherapy was 
recommended by the EAU guidelines for mPCa [4], while 
local therapy (LT) was not usually taken into account.

Primary tumors could be metastasized through circu-
lating tumor cells, and treating the primary tumor might 
be beneficial to patients with mPCa as tumor self-seeding 
leading to local progression [5]. The LT of the primary 
tumor that could benefit patients with metastatic disease 
had been verified for a variety of tumors, such as renal, 
breast, and ovarian cancer [6]. Recent studies [7, 8] 
showed controversial results in relation to the advantage 
of LT associated with ADT on overall survival (OS) and 
cancer-specific survival (CSS). Although previous meta-
analyses [9, 10] have clarified that LT was beneficial for 
survival in patients with mPCa, LT using RT of mPCa was 
still a controversial topic that needed further assessment; 
hence, we decided to perform a meta-analysis to clarify 
the impact of RT on OS and cancer-specific mortality 
(CSM) in patients diagnosed with mPCa.

Methods

Search Strategy
We searched PubMed, Embase, and Cochrane Library to iden-

tify pertinent literature published until June 9, 2019, using struc-
tured search terms (see Table 1).

Inclusion and Exclusion Criteria
The main selection criteria were as follows: (1) randomized 

controlled trials (RCTs) or cohort retrospective studies (CRS) [11] 
and language restricted to English; (2) patients diagnosed with 
mPCa; (3) focused on the relationship of RT for mPCa. The exclu-
sion criteria were as follows: (1) reviews or letters or case reports 
or comments or editorials; (2) animal studies; (3) lack of key data 
or fail to acquire full data; (4) irrelevant to mPCa or RT.

Selection Process
Two reviewers (S.L. and X.-Y.W.) accomplished the selection 

of articles according to title. If the theme was related to RT in mPCa 
patients, the abstract was read. Abstracts were analyzed by 3 au-

thors (S.L., T.-B.H., and L.-B.T.), and if considered eligible by at 
least 2 researchers, the full article was obtained. Disagreements 
were disposed by discussion or resolved by another reviewer (Z.-
Z.X.).

Data Extraction
Data extraction was performed by X.-Y.W. and confirmed in-

dependently by X.-X.M. It mainly contains the following informa-
tion: hazard ratios (HRs) with 95% confidence intervals (95% CIs) 
comparing men who underwent RT of the primary tumor with 
those who did not.

Quality Evaluation
RCTs were evaluated using the Cochrane Risk of Bias Tool [12], 

and the CRS were analyzed using the Newcastle-Ottawa Scale [13].

Analysis
All statistical analyses were conducted by using Stata 12.0 (Sta-

ta Corporation, College Station, TX, USA) and RevMan 5.3 soft-
ware from Cochrane Library. The inverse variance test was used to 
pool HRs with 95% CI, and the results were exhibited by forest 
plot. Heterogeneity was considered acceptable when p > 0.1 or I2 
≤50%, and in those cases, a fixed-effects model was used. Hetero-
geneity was considered elevated when p < 0.1 or I2 >50%. Differ-
ences in ethnicity, Gleason score, M-stage, and N-stage were used 
for subgroup analysis to identify the cause of heterogeneity, and in 
those cases, a random-effects model was used. Sensitivity analysis 
was conducted to access the stability of results by deleting 1 single 
study each time to figure out the impact of the individual to over-
all. Publication bias was assessed by Egger’s and Begg’s tests, and 
publication bias would exist if p < 0.05. In addition, the data of 
RCTs and CRS were analyzed separately [14].

Results

A total of 9,631 studies were comprehensively identi-
fied by the initial database search. After the exclusion of 
1,073 duplicate articles, 8,538 records were excluded 
based on the titles or abstracts for various reasons (re-
views, letters, case reports, or unrelated to mPCa or un-
related to RT). After reading the remaining 20 articles in 
full text, 13 articles were excluded because 2 studies fo-
cused on the effect of prior LT on mPCa [15, 16], 2 stud-
ies focused on the effect of LT on mPCa [7, 8], 4 studies 
of repeated research [17–20], 3 repeated data studies [21–
23], and 2 papers did not provide adequate data [24, 25]. 
Finally, 7 studies [26–32] contributed to the systematic 
review and meta-analysis (Fig. 1).

A total of 14,542 patients were analyzed in 7 included 
papers (2 RCTs [31, 32] and 5 CRS [26–30]): 2,232 mPCa 
patients were treated with RT and 12,310 with NLT. Data 
were all directly obtained from articles. The characteris-
tics of these included studies are summarized in Table 2. 
The HRs and 95% CIs of different levels of Gleason score, 
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Table 1. Literature search criteria

Database Search criteria Results

PubMed ((Metastatic) AND ((“Radiotherapy” [Mesh]) AND ((((((((((((((((((radiotherapies) OR radiation therapy) OR radiation therapies) 
OR therapies, radiation) OR therapy, radiation) OR radiation treatment) OR radiation treatments) OR treatment, radiation) OR 
radiotherapy, targeted) OR radiotherapies, targeted) OR targeted radiotherapies) OR targeted radiotherapy) OR targeted radiation 
therapy) OR radiation therapies, targeted) OR targeted radiation therapies) OR therapies, targeted radiation) OR therapy, targeted 
radiation) OR radiation therapy, targeted))) AND ((“prostatic Neoplasms” [Mesh]) AND (((((((((((((((((prostate neoplasms) OR 
neoplasms, prostate) OR neoplasm, prostate) OR prostate neoplasm) OR neoplasms, prostatic) OR neoplasm, prostatic) OR 
prostatic neoplasm) OR prostate cancer) OR cancer, prostate) OR cancers, prostate) OR prostate cancers) OR cancer of the 
prostate) OR prostatic cancer) OR cancer, prostatic) OR cancers, prostatic) OR prostatic cancers) OR cancer of prostate))

1,213 
studies

Cochrane 
Library

#1: MeSH descriptor: [Prostatic neoplasms] explode all trees; #2: (Prostatic):ti,ab, kw OR (prostate):ti,ab, kw (word variations have 
been searched) in trials; #3: (“cancer”):ti,ab, kw OR (Neoplasm):ti,ab, kw (word variations have been searched) in trials; #4: #2 
AND #3 in Trials; #5: #1 OR #4 in trials; #6: MeSH descriptor: [Radiotherapy] explode all trees; #7: (radiotherapy):ti,ab, kw OR 
(radiation Therapy):ti,ab, kw (word variations have been searched) in trials; #8: #6 OR #7 in trials; #9: (metastatic):ti,ab, kw (word 
variations have been searched) in trials; #10: #5 AND #8 AND #9 in trials

477 
studies

Embase #1: “prostate cancer”/exp; #2: “Prostatic neoplasms”:ab,ti; #3: “Cancer of prostate”:ab,ti; #4: “prostate cancer”:ab,ti; #5: #1 OR #2 
OR #3 OR #4; #6: “radiotherapy”/exp; #7: “Radiation therapy”:ab,ti; #8: “radiotherapies”:ab,ti; #9: “Treatment radiation”:ab,ti; #10: 
#6 OR #7 OR #8 OR #9; #11: “metastasis”/exp; #12: #5 AND #10 AND #11; #13: #5 AND #10 AND #11 AND [embase]/lim 

7,941 
studies

Records excluded
(n = 8,538) for various reasons
(reviews, letters, case-reports
or unrelated to mPCa 
or unrelated to RT)

Full-text articles excluded,
with reasons (n = 13)
• 2 studies focused on the effect
 of prior LT on mPCa
• 2 studies focused on the effect
 of LT on mPCa
• 4 studies of repeated researches
• 3 repeated data studies
• 2 papers did not provide 
 adequate data

Records screened
(n = 8,558)

Records after duplicates removed
(n = 8,558)

Records identified through
database searching

(n = 9,631)

Additional records identified
through other sources

(n = 0)

Full-text articles assessed
for eligibility

(n = 20)

Studies included in
qualitative synthesis

(n = 7)

Studies included in
quantitative synthesis

(meta-analysis)
(n = 7)

Fig. 1. Selection of studies.
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M-stage, and N-stage are described in Table 3. For these 
enrolled studies, we made a detailed analysis of bias (Ta-
ble 4; Fig. 2).

OS Related to mPCa in the CRS and RCTs
Association between OS and RT in the CRS: 3 CRS 

showed higher OS in patients with mPCa submitted to RT 
in relation to NLT (pooled HR = 0.61; 95% CI: 0.55–0.68; 
p < 0.00001; I2 = 0%) (Fig. 3a). In RCTs, no significant 
differences were observed in OS of patients submitted to 
RT (pooled HR = 0.96; 95% CI: 0.85–1.09; p = 0.55; I2 = 
42%) compared with NLT, while RT results in higher OS 
relative to NLT in the low-metastatic burden group 

(pooled HR = 0.68; 95% CI: 0.54–0.86; p = 0.001; I2 = 0%) 
(Fig. 3a).

CSM Related to mPCa in the CRS
During the analysis of CSM related to mPCa in the 

CRS, the results of 2 observational studies showed that RT 
for mPCa was linked to decreased CSM compared with 
NLT (pooled HR = 0.63; 95% CI: 0.53–0.75; p < 0.00001; 
I2 = 0%) (Fig. 3c). Furthermore, we reached the conclu-
sion that high level of M-stage or N-stage was associated 
with increased CSM (pooled HR = 2.08; 95% CI: 1.69–
2.55; p < 0.00001; I2 = 0% and pooled HR = 1.16; 95% CI: 
1.03–1.30; p < 0.00001; I2 = 0%; respectively) (Fig. 4).

Table 2. Characteristics of included studies

Article Type  
of study

Source  
of HR

Age-I/C, 
years

Dominant 
ethnicity

Patients-I/C, 
n

Inter-
vention

Com-
parison

Median follow-
up, months

HR (95% CI) Out-
come

Satkunasivam et al. [26] CRS Reported 75.3/78.2 Non-Hispanic 
whites

195/3,827 PRT NLT Unknown 0.64 (0.50–0.82) CSMM

Rusthoven et al. [27] CRS Reported 66/69 White 538/5,844 PRT NLT 61 0.624 (0.551–0.706) OSM

Cho et al. [28] CRS Reported Unknown Unknown 38/102 PRT NLT 34 0.43 (0.22–0.85) OSM

Bianchini et al. [29] CRS Reported 62.2/63.1 Unknown 38/192 PRT NLT 54.6 0.53 (0.33–0.85) OSM

Pompe et al. [30] CRS Reported Unknown Caucasian 175/1,100 BT NLT 31.5 0.62 (0.48–0.81) CSMM

Boeve et al. [31] RCT Reported 67/67 Unknown 216/216 PRT NLT 47 1.11 (0.87–1.43) OSM

Parker et al. [32] RCT Reported 68/68 Unknown 1,032/1,029 PRT NLT 37 0.92 (0.80–1.06) OSM

CRS, cohort retrospective studies; RCT, randomized controlled trial; PRT, prostate radiotherapy; BT, brachytherapy; NLT, no local therapy; OS, overall 
survival; CSM, cancer-specific mortality; M, multivariate analysis.

Table 3. HRs and 95% CIs of different levels of Gleason score, M-stage, and N-stage of included studies

Article Type  
of study

Source  
of HR

Gleason 
score

HR (95% CI) M-stage HR (95% CI) N-stage HR (95% CI) Out-
come

Satkunasivam et al. [26] CRS Reported ≥7 versus ≤6 1.66 (1.32–2.1) M1c versus M1a 1.93 (1.49–2.51) N1 versus N0 1.13 (0.98–1.29) CSMM

Rusthoven et al. [27] CRS Reported Unknown Unknown Unknown Unknown N1 versus N0 1.053 (0.973–1.140) OSM

Cho et al. [28] CRS Unknown Unknown Unknown Unknown Unknown Unknown Unknown OSM

Bianchini et al. [29] CRS Reported ≥8 versus <8 1.29 (0.94–1.77) Unknown Unknown Unknown Unknown OSM

Pompe et al. [30] CRS Reported ≥7 versus <7 2.37 (1.94–2.88) M1c versus M1a 2.35 (1.68–3.28) N1 versus N0 1.22 (1.00–1.48) CSMM

Boeve et al. [31] RCT Unknown Unknown Unknown Unknown Unknown Unknown Unknown OSM

Parker et al. [32] RCT Unknown Unknown Unknown Unknown Unknown Unknown Unknown OSM

CRS, cohort retrospective studies; RCT, randomized controlled trial; OS, overall survival; CSM, cancer-specific mortality; M1a, metastasis in pelvic lymph 
nodes; M1c, distant metastasis; M, multivariate analysis.
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Sensitivity Analysis
Sensitivity analysis was conducted to estimate the sta-

bility of results by deleting 1 study in each turn to inves-
tigate the influence of a single study on the overall pooled. 
In the CRS with OS groups, the results did not alter sig-
nificantly in the sensitivity analysis, suggesting that no 
individual study significantly influenced the pooled HR 
or the 95% CI; scilicet, our results were robust (Fig. 3d).

Publication Bias
There was no apparent publication bias by inspection 

of the funnel plot among the OS in CRS (Egger’s test, p = 
0.135; Begg’s test, p = 0.296) (Fig. 5).

Discussion

Contemporarily, LT using RT in patients diagnosed 
with mPCa was not recommended by the EAU guidelines 
[4]. Emerging studies had demonstrated that LT using RT 
in patients with mPCa was beneficial for survival, the 2 
single-center CRS [28, 29] observed higher survival in pa-
tients treated with RT compared with patients treated 
with ADT only, while Dall’Era et al. [8] did not observe 
this. These results are inconsistent and controversy. 
Therefore, systemically evaluating the efficacy of RT in 
patients with mPCa is important. Our study was the first 
meta-analysis that identified RCTs to shed light on the 
impact of RT on prognosis in patients diagnosed with 
mPCa.

Using the SEER-Medicare database, Satkunasivam et 
al. [26] showed that older age, high levels of PSA, more 
aggressive primary tumor, elevating CCI, and bone ra-
diation within 6 months of diagnosis were independent 
factors for the increase in prostate CSM of mPCa patients. 
In the single-institution retrospective analysis, loco-re-

gional treatment (LRT) was more frequently performed 
in patients with fewer burden disease (35.4 vs. 16.2%; p < 
0.001), lower PSA at diagnosis (median PSA: 75 vs. 184 
ng/mL; p = 0.005), and lighter local symptoms (34.2 vs. 
4.8%; p < 0.001) [29]. Löppenberg et al. [7] and Leyh-
Bannurah et al. [21] clarified that patients with fewer pri-
mary tumors and good health conditions appeared to 
benefit more. Leyh-Bannurah et al. [21] also demonstrat-
ed that RP results in lower mortality relative to RT, this 
may be due to patients receiving RT because of unresect-
ability by RP or high tumor burden in the primary.

In the HORRAD study, no significant difference in 
OS was found in men with low (<5 metastatic lesions) or 
high (≥5 metastatic lesions) volume of metastatic disease 
(HR = 0.68; 95% CI: 0.42–1.10; p = 0.12 and HR = 1.06; 

Table 4. Risk-of-bias assessment of the CRS

Studies Selection Comparability Outcome Total 
score

exposed 
cohort

nonexposed 
cohort

ascertainment 
of exposure

outcome of 
interest

assessment  
of outcome

length of 
follow-up

adequacy of 
follow-up

Satkunasivam et al. [26] * * * * ** – – – 6
Rusthoven et al. [27] * * * * ** * * – 8
Cho et al. [28] * * * * ** * – – 7
Bianchini et al. [29] * * * * ** * * * 9
Pompe et al. [30] * * * * ** * * – 8

CRS, cohort retrospective studies.

Random sequence generation (selection bias)++

Allocation concealment (selection bias)+–

Blinding of participants and personnel (performance bias)––

Blinding of outcome assessment (detection bias)??

Incomplete outcome data (attrition bias)++

Selective reporting (reporting bias)++

Other bias

Pa
rk

er
 (2

01
8)

Bo
ev

e 
(2

01
8)

++

Fig. 2. Risk-of-bias assessment of the RCTs. RCT, randomized 
controlled trial.
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1.1.1 RCT
Boeve (2018)
Parker (2018)

0.1044
–0.0834

0.1243
0.0713

24.8%
75.2%

Heterogeneity: χ2 = 1.72, df = 1 (p = 0.19); I2 = 42%
Test for overall effect: Z = 0.60 (p = 0.55)

1.11 [0.87, 1.42]
0.92 [0.80, 1.06] 

0.96 [0.85, 1.09]

1.1.2 CRS
Bianchini (2017)
Cho (2016)
Rusthoven (2016) 

Subtotal (95% Cl)

Subtotal (95% Cl)

5.6%
2.7%

91.7%

–0.6349
–0.844
–0.4716

0.2417
0.3466
0.0597

100%

Subtotal (95% Cl) 100%

100%

Subtotal (95% Cl) 100%

Heterogeneity: χ2 = 1.50, df = 2 (p = 0.47); I2 = 0% 
Test for overall effect: Z = 8.59 (p < 0.00001)

0.53 [0.33, 0.85] 
0.43 [0.22, 0.85]
0.62 [0.56, 0.70] 

0.61 [0.55, 0.68]

Test for subgroup differences: χ2 = 29.05, df = 1 (p < 0.00001); I2 = 96.6% 

1.2.1 Low metastatic burden
Boeve (2018)
Parker (2018)

0.2458
0.1369

–0.3857
–0.3857

Parker (2018)

23.7%
76.3%

Heterogeneity: χ2 = 0.00, df = 1 (p = 1.00); I2 = 0%
Test for overall effect: Z = 3.22 (p = 0.001)

0.68 [0.42, 1.10]
0.68 [0.52, 0.89] 

0.68 [0.54, 0.86]

1.2.2 High metastatic burden
Boeve (2018) 27.4%0.1436

Heterogeneity: χ2 = 0.00, df = 1 (p = 0.96); I2 = 0%
Test for overall effect: Z = 0.87 (p = 0.39)

1.06 [0.80, 1.40]
1.07 [0.90, 1.27]

1.07 [0.92, 1.24]

Test for subgroup differences: χ2 = 10.18, df = 1 (p = 0.001); I2 = 90.2%

Pompe (2018) 
Satkunasivam (2015)

0.1306
0.126

48.2%
51.8%

–0.478
–0.4463

0.62 [0.48, 0.80] 
0.64 [0.50, 0.82]

Total (95% Cl)
Heterogeneity: χ2 = 0.03, df = 1 (p = 0.86); I2 = 0% 
Test for overall effect: Z = 5.09 (p < 0.00001)

0.63 [0.53, 0.75]100.0%

Favours RT

d Study or subgroup
Bianchini (2017) 
Cho (2016) 

Total (95% CI)

Rusthoven (2016)

Hazard Ratio
log[Hazard Ratio] IV. Fixed. 95% ClSE Weight

67.3%
32.7%
0.0%

0.2417
0.3466
0.0597

–0.6349
–0.844
–0.4716

0.53 [0.33, 0.85]
0.43 [0.22, 0.85]
0.62 [0.56, 0.70]

Hazard Ratio  
IV. Fixed. 95% Cl

c Study or subgroup
Hazard Ratio

log[Hazard Ratio] IV. Fixed. 95% ClSE Weight
Hazard Ratio

IV. Fixed. 95% Cl

b Study or subgroup
Hazard Ratio

log[Hazard Ratio] IV. Fixed. 95% ClSE Weight
Hazard Ratio

IV. Fixed. 95% Cl

a Study or subgroup
Hazard Ratio

log[Hazard Ratio] IV. Fixed. 95% ClSE Weight
Hazard Ratio

IV. Fixed. 95% Cl

Heterogeneity: χ2 = 0.24, df = 1 (p = 0.62); I2 = 0%
Test for overall effect: Z = 3.55 (p = 0.0004)

0.49 [0.34, 0.73]100.0%

0.1 0.2 0.5 1 2 5 10
Favours PRT Favours NLT

0.1 0.2 0.5 1 2 5 10
Favours PRT Favours NLT

0.1 0.2 0.5 1 2 5 10
Favours NLT

Favours RT
0.1 0.2 0.5 1 2 5 10

Favours NLT

0.0583
72.6%0.08830.0677

(For legend see next page.)

Co
lo

r v
er

sio
n 

av
ai

la
bl

e 
on

lin
e

3

D
ow

nl
oa

de
d 

by
: 

A
cc

es
s 

pr
ov

id
ed

 b
y 

th
e 

U
ni

ve
rs

ity
 o

f M
ic

hi
ga

n 
Li

br
ar

y
14

1.
21

5.
93

.1
65

 -
 5

/2
4/

20
21

 8
:5

5:
21

 A
M



Liu/Wang/Huang/Ma/Xia/Tang/Zhao/
Zhou

Urol Int 2021;105:370–379376
DOI: 10.1159/000508415

95% CI: 0.80–1.39; p = 0.68; respectively) [31]. Another 
much larger prospective, multicenter randomized 
STAMPEDE trial demonstrated that RT enhanced 3-year 
OS in patients with low metastatic burden (except for 
high metastatic burden) compared with NLT (81 vs. 
73%; HR = 0.68; 95% CI: 0.52–0.90; p = 0.007), whereas 
patients with high metastatic burden (>4 bone metasta-
ses and 1 was nonaxial bone metastasis or visceral metas-
tasis) did not benefit from RT compared with NLT (53 
vs. 54%; HR = 1.07; 95% CI: 0.90–1.28; p = 0.44) [32]. The 
STAMPEDE study defined patients as having high tu-
mor load and low tumor load, as defined by the CHAART-
ED study [33], while the HORRAD study defined metas-
tasis as 5 metastatic lesions, a cutoff point. For the differ-
ent outcomes of RT in men with low metastatic burden 
in the HORRAD and STAMPEDE trials, Boeri et al. [34] 
suggested that an insufficient number of patients were 
included in the HORRAD trials and estimated that >250 
men would be needed to include in the research to pro-
duce different results. Taken together, both these trials 
build evidence for RT in patients newly diagnosed with 
a low metastatic burden or oligometastatic prostate can-
cer (oPCa).

In RCTs, RT enhanced OS in patients with a low met-
astatic burden relative to NLT, it might suggest that we 
should pay more attention to mPCa in different states, 
such as oPCa when choosing treatment strategies. The 
oPCa is an intermediate state between localized and ex-
tensive metastatic PCa. In this state of PCa, although the 
clinical stage is advanced, the treatment can still be a more 
effective control. The exact definition of oPCa is still con-
troversial, mainly, the number and site of metastases are 
not consistent, but its core concept refers to the low tu-
mor burden [35]. Since the focus of oPCa is primarily on 
the number of metastases, increasingly advanced imaging 
techniques may be able to better distinguish between dif-
ferent mPCa subtypes [6].

In terms of the safety of RT, in the STAMPEDE study 
[36], patients in the RT group received local RT of the 
prostate for either 36 Gy in 6 consecutive weekly frac-
tions of 6 Gy, or 55 Gy in 20 daily fractions of 2.75 Gy 

over 4 weeks. There was no significant difference in 
baseline data between the 2 treatment groups. They 
found that the patients were well tolerated to RT, the 
proportion reporting at least 1 severe adverse event was 
similar by treatment group in the safety population (38 
vs. 39%). In the HORRAD study, patients received RT 
after ADT for 3 months. The initial prescribed dose was 
70 Gy in 35 fractions of 2 Gy, during an overall treat-
ment time of 7 weeks. During the study period, an op-
tional schedule of 57.76 Gy in 19 fractions of 3.04 Gy, 3 
times a week for 6 weeks was added. The patients re-
ceived salvage treatments were similar between treat-
ment groups. It should be noted that in the STAMPEDE 
study [36], where the standard treatment was ADT with 
or without docetaxel chemotherapy, 18% of patients in 
the entire study population received docetaxel chemo-
therapy, and subgroup analysis of the study showed that 
combination RT had a survival advantage in patients re-
ceiving docetaxel chemotherapy. However, in the study, 
there was no explanation on the chemotherapy received 
by patients in the low-tumor burden group, which 
should be paid attention to in the clinical work. 
Rusthoven et al. [37] divided patients into high-dose 
and low-dose groups. Of all, 324 (67%) received higher-
dose RT (>65 Gy) and 163 (33%) received lower-dose 
RT (<65 Gy). In Cho et al.’s study [38], patients received 
conventional or hypofractionated RT with a median 
dose of 60 Gy in 24 fractions (varying from 30 Gy/10 
fractions to 72.6 Gy/33 fractions) to the prostate (1.8–4 
Gy per fraction), while metastatic lesions received a me-
dian dose of 40 Gy in 10 fractions (range: 22.5–54 Gy). 
They found toxicities in the PRT group, and most of the 
side effects were tolerable.

Obviously, our study was not devoid of limitations. 
First, the subgroup analysis for a moderate heterogeneity 
in the RCT group was not implemented because of the 
insufficient quantity of articles. Second, only 2 studies 
[24, 26] mentioned different types of RT treatments, so 
it was not possible to further analyze which type of RT 
was beneficial for mPCa survival. Finally, these CRS were 
conducted with a large number of patients but existed 
with selection bias toward patients with favorable gen-
eral health. In Satkunasivam’s study, in overall 4,069 pa-
tients with MPCa, NLT was used in 3,827 (94.05%) pa-
tients, while only 88 (2.1%) and 107 (2.6%) patients re-
ceived IMRT and CRT, respectively. The mismatch in 
the number of patients enrolled between treatment 
groups reduced the reliability of the results. In the STAM-
PEDE and the HORRAD study, there was no significant 
difference in baseline data between the 2 treatment 

Fig. 3. Meta-analysis of prognosis with RT versus NLT. RCTs and 
CRS (a); low metastatic burden and high metastatic burden in 
RCTs (b); meta-analysis of CSM with RT versus NLT in CRS (c); 
sensitivity analysis of OS of patients submitted to RT in relation to 
NLT in CRS (d). RCT, randomized controlled trial; CRS, cohort 
retrospective studies; OS, overall survival; CSM, cancer-specific 
mortality; RT, radiotherapy; NLT, no local therapy.

D
ow

nl
oa

de
d 

by
: 

A
cc

es
s 

pr
ov

id
ed

 b
y 

th
e 

U
ni

ve
rs

ity
 o

f M
ic

hi
ga

n 
Li

br
ar

y
14

1.
21

5.
93

.1
65

 -
 5

/2
4/

20
21

 8
:5

5:
21

 A
M



Radiotherapy in Metastatic Prostate 
Cancer

377Urol Int 2021;105:370–379
DOI: 10.1159/000508415

groups. Pompe’s study only selected patients who under-
went BT, due to lack of EBRT organ site-specific codes. 
It is difficult to acquire specific method of local treatment 
in each patient; therefore, we failed to draw definite con-
clusions from this study. The CRS and RCTs had a dif-
ferent level of evidence though propensity score analysis 
was used by Rusthoven et al. [27] and Leyh-Bannurah et 
al. [21] to match the baseline characteristics of the LT 
versus the NLT group. Generally, patients submitted to 
LT were younger, with better general health and more 
favorable disease feature in relation to Gleason score, M-
stage, or N-stage and PSA at diagnosis. These factors may 
distort the results of the real differences between CSM 
and OS in each study. Also, the treatment of mPCa was 
difficult to be randomized, let alone blind, which might 
affect the quality of RCTs. In addition, the dominant eth-
nicity was Caucasian or White; therefore, this might re-
sult in some bias.

Conclusions

In short, mPCa is an extremely heterogeneous disease 
and the advantage of RT in patients with mPCa was con-
troversial. In light of the above considerations, our study 
preliminarily draws a conclusion that RT at least does not 
appear to be harmful and may be beneficial for low-met-
astatic burden patients and better condition patients. The 
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Fig. 5. a, b Begg’s funnel plots of the publication bias among the 
OS in CRS. OS, overall survival; CRS, cohort retrospective studies.
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Fig. 4. Meta-analysis of CSM with different levels of M-stage or N-stage in enrolled studies. M1c versus M1a (a); 
N1 versus N0 (b). CSM, cancer-specific mortality.
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absence of proof is not proof of absence, aggressive LT in 
the setting of mPCa needs to be studied carefully about 
different states, local symptoms [39], treatment costs, and 
the risk of toxicity before clinical decision. In addition, it 
is important to consider our study limitations until more 
prospective and randomized studies confirm our results.

Acknowledgements

The authors would like to thank the researchers and study par-
ticipants for their contributions.

Statement of Ethics

RCTs were evaluated using the Cochrane Risk of Bias Tool, and 
the CRS were analyzed using the Newcastle-Ottawa Scale.

Conflict of Interest Statement

The authors declare that they have no possible conflicts of in-
terest.

Funding Sources

This study was funded by the Jiangsu Province Medical and 
Health Research Project (No. H2017060).

Author Contributions

S.L. and G.-C.Z. conceived and designed this study. S.L., T.-
B.H., X.-Y.W., Z.-Z.X., and L.-B.T. accomplished the selection of 
articles. X.-Y.W. and X.-X.M. extracted the data. S.L., T.-B.H., X.-
Y.W., and T.-S.Z. performed quality assessment, analyzed the data, 
and wrote the paper. All authors reviewed the paper and approved 
the final manuscript.

References

 1 Siegel RL, Fedewa SA, Miller KD, Goding-
Sauer A, Pinheiro PS, Martinez-Tyson D, et 
al. Cancer statistics for Hispanics/Latinos, 
2015. CA Cancer J Clin. 2018; 65(6): 457–
80.

 2 Schröder FH, Hugosson J, Roobol MJ, Tam-
mela TL, Zappa M, Nelen V, et al. Screening 
and prostate cancer mortality:  results of the 
European Randomised Study of Screening 
for Prostate Cancer (ERSPC) at 13 years of 
follow-up. Lancet. 2014; 384(9959): 2027–
35.

 3 Gandaglia G, Karakiewicz PI, Briganti A, Pas-
soni NM, Schiffmann J, Trudeau V, et al. Im-
pact of the site of metastases on survival in 
patients with metastatic prostate cancer. Eur 
Urol. 2015; 68(2): 325–34.

 4 Cornford P, Bellmunt J, Bolla M, Briers E, De 
Santis M, Gross T, et al. EAU-ESTRO-SIOG 
guidelines on prostate cancer. Part II:  treat-
ment of relapsing, metastatic, and castration-
resistant prostate cancer. Eur Urol. 2017; 

71(4): 630–42.
 5 Bayne CE, Williams SB, Cooperberg MR, 

Gleave ME, Graefen M, Montorsi F, et al. 
Treatment of the primary tumor in metastat-
ic prostate cancer:  current concepts and fu-
ture perspectives. Eur Urol. 2016; 69(5): 775–
87.

 6 Yuan Y, Kishan AU, Nickols NG. Treatment 
of the primary tumor in metastatic prostate 
cancer. World J Urol. 2019 Dec; 37(12): 2597–
2606.

 7 Löppenberg B, Dalela D, Karabon P, Sood A, 
Sammon JD, Meyer CP, et al. The impact of 
local treatment on overall survival in patients 

with metastatic prostate cancer on diagnosis:  
a national cancer data base analysis. Eur Urol. 
2017; 72(1): 14–9.

 8 Dall’Era MA, Lo MJ, Chen J, Cress R, Hamil-
ton AS. Nine-year prostate cancer survival 
differences between aggressive versus conser-
vative therapy in men with advanced and 
metastatic prostate cancer. Cancer. 2018; 

124(9): 1921–8.
 9 Wang Y, Qin Z, Wang Y, Chen C, Wang Y, 

Meng X, et al. The role of radical prostatecto-
my for the treatment of metastatic prostate 
cancer:  a systematic review and meta-analysis. 
Biosci Rep. 2018 Jan 17; 38(1): BSR20171379.

10 Carneiro A, Baccaglini W, Glina FPA, Kayano 
PP, Nunes VM, Smaletz O, et al. Impact of lo-
cal treatment on overall survival of patients 
with metastatic prostate cancer:  systematic 
review and meta-analysis. Int Braz J Urol. 
2017; 43(4): 588–99.

11 Shrier I, Boivin JF, Steele RJ, Platt RW, Fur-
lan A, Kakuma R, et al. Should meta-analy-
ses of interventions include observational 
studies in addition to randomized con-
trolled trials? A critical examination of un-
derlying principles. Am J Epidemiol. 2007; 

166(10): 1203–9.
12 Higgins JP, Altman DG, Gøtzsche PC, Jüni 

P, Moher D, Oxman AD, et al. The Coch-
rane Collaboration’s tool for assessing risk 
of bias in randomised trials. BMJ. 2011; 343: 

d5928.
13 Stang A. Critical evaluation of the Newcastle-

Ottawa scale for the assessment of the quality 
of nonrandomized studies in meta-analyses. 
Eur J Epidemiol. 2010; 25(9): 603–5.

14 Kirtane AJ, Gupta A, Iyengar S, Moses JW, 
Leon MB, Applegate R, et al. Safety and effi-
cacy of drug-eluting and bare metal stents:  
comprehensive meta-analysis of randomized 
trials and observational studies. Circulation. 
2009; 119(25): 3198–206.

15 Abdel-Rahman O, Cheung WY. Impact of 
prior local treatment on the outcomes of met-
astatic hormone-sensitive prostate cancer:  
secondary analysis of a randomized con-
trolled trial. Clin Genitourin Cancer. 2018 
Dec; 16(6): 466–72.

16 Patel DN, Jha S, Howard LE, Amling CL,  
Aronson WJ, Cooperberg MR, et al. Impact of 
prior local therapy on overall survival in men 
with metastatic castration-resistant prostate 
cancer:  results from Shared Equal Access Re-
gional Cancer Hospital. Int J Urol. 2018 Dec; 

25(12): 998–1004.
17 Parker CC, James ND, Brawley C, Clarke 

NW, Attard G, Chowdhury S, et al. Radio-
therapy (RT) to the primary tumour for men 
with newly-diagnosed metastatic prostate 
cancer (PCa):  survival results from STAM-
PEDE (NCT00268476). Br J Cancer. 2018; 

119(1): 37.
18 Boevé L, Hulshof M, Vis A, Zwinderman K, 

Twisk J, Delaere K, et al. Pd10-10 a prospec-
tive, randomized controlled trial evaluating 
overall survival in patients with primary 
bone metastatic prostate cancer (mPCA) re-
ceiving either androgen deprivation therapy 
(ADT) or adt combined with concurrent ra-
diation therapy to the prostate, final data 
from the HORRAD trial. J Urol. 2018; 

199(4S): e231–2.

D
ow

nl
oa

de
d 

by
: 

A
cc

es
s 

pr
ov

id
ed

 b
y 

th
e 

U
ni

ve
rs

ity
 o

f M
ic

hi
ga

n 
Li

br
ar

y
14

1.
21

5.
93

.1
65

 -
 5

/2
4/

20
21

 8
:5

5:
21

 A
M

https://www.karger.com/Article/FullText/508415?ref=1#ref1
https://www.karger.com/Article/FullText/508415?ref=2#ref2
https://www.karger.com/Article/FullText/508415?ref=3#ref3
https://www.karger.com/Article/FullText/508415?ref=3#ref3
https://www.karger.com/Article/FullText/508415?ref=4#ref4
https://www.karger.com/Article/FullText/508415?ref=5#ref5
https://www.karger.com/Article/FullText/508415?ref=6#ref6
https://www.karger.com/Article/FullText/508415?ref=7#ref7
https://www.karger.com/Article/FullText/508415?ref=8#ref8
https://www.karger.com/Article/FullText/508415?ref=9#ref9
https://www.karger.com/Article/FullText/508415?ref=10#ref10
https://www.karger.com/Article/FullText/508415?ref=11#ref11
https://www.karger.com/Article/FullText/508415?ref=12#ref12
https://www.karger.com/Article/FullText/508415?ref=13#ref13
https://www.karger.com/Article/FullText/508415?ref=14#ref14
https://www.karger.com/Article/FullText/508415?ref=15#ref15
https://www.karger.com/Article/FullText/508415?ref=16#ref16
https://www.karger.com/Article/FullText/508415?ref=17#ref17
https://www.karger.com/Article/FullText/508415?ref=18#ref18


Radiotherapy in Metastatic Prostate 
Cancer

379Urol Int 2021;105:370–379
DOI: 10.1159/000508415

19 Bianchini D, Estelles DL, Rescigno P, HOS, 
Kolinsky MP, Sumanasuriya S, et al. Loco-re-
gional treatment (LRT) for Ml at diagnosis 
prostate cancer (PCa) patients (pts) and im-
pact on overall survival (OS):  a retrospective 
analysis. J Clin Oncol. 2016; 34(2): 280.

20 Pompe RS, Tilki D, Preisser F, Leyh-Ban-
nurah S-R, Bandini M, Marchioni M, et al. 
Survival benefit of local vs. no local treatment 
for metastatic prostate cancer:  impact of base-
line PSA and metastatic substages. Eur Urol 
Suppl. 2018; 17(2): e1849.

21 Leyh-Bannurah SR, Gazdovich S, Budäus L, 
Zaffuto E, Briganti A, Abdollah F, et al. Local 
therapy improves survival in metastatic pros-
tate cancer. Eur Urol. 2017; 72(1): 118–24.

22 Culp SH, Schellhammer PF, Williams MB. 
Might men diagnosed with metastatic pros-
tate cancer benefit from definitive treatment 
of the primary tumor? A SEER-based study. 
Eur Urol. 2014; 65(6): 1058–66.

23 Antwi S, Everson TM. Prognostic impact of 
definitive local therapy of the primary tumor 
in men with metastatic prostate cancer at di-
agnosis:  a population-based, propensity score 
analysis. Cancer Epidemiol. 2014; 38(4): 435–
41.

24 Parikh RR, Byun J, Goyal S, Kim IY. Local 
therapy improves overall survival in patients 
with newly diagnosed metastatic prostate 
cancer. Prostate. 2017; 77(6): 559–72.

25 Fossati N, Trinh QD, Sammon J, Sood A, 
Larcher A, Sun M, et al. Identifying optimal 
candidates for local treatment of the primary 
tumor among patients diagnosed with meta-
static prostate cancer:  a SEER-based study. 
Eur Urol. 2015; 67(1): 3–6.

26 Satkunasivam R, Kim AE, Desai M, Nguyen 
MM, Quinn DI, Ballas L, et al. Radical prosta-
tectomy or external beam radiation therapy vs 
no local therapy for survival benefit in meta-
static prostate cancer:  a SEER-Medicare anal-
ysis. J Urol. 2015; 194(2): 378–85.

27 Rusthoven CG, Jones BL, Flaig TW, Crawford 
ED, Koshy M, Sher DJ, et al. Improved sur-
vival with prostate radiation in addition to an-
drogen deprivation therapy for men with 
newly diagnosed metastatic prostate cancer. J 
Clin Oncol. 2016; 34(24): 2835–42.

28 Cho Y, Chang JS, Rha KH, Hong SJ, Choi YD, 
Ham WS, et al. Does radiotherapy for the pri-
mary tumor benefit prostate cancer patients 
with distant metastasis at initial diagnosis? 
PLoS One. 2016; 11(1): e0147191.

29 Bianchini D, Lorente D, Rescigno P, Zafeiriou 
Z, Psychopaida E, O’Sullivan H, et al. Effect 
on overall survival of locoregional treatment 
in a cohort of de novo metastatic prostate can-
cer patients:  a single institution retrospective 
analysis from the royal marsden hospital. Clin 
Genitourin Cancer. 2017; 15(5): e801–7.

30 Pompe RS, Tilki D, Preisser F, Leyh-Ban-
nurah SR, Bandini M, Marchioni M, et al. Sur-
vival benefit of local versus no local treatment 
for metastatic prostate cancer-Impact of base-
line PSA and metastatic substages. Prostate. 
2018; 78(10): 753–7.

31 Boeve LMS, Hulshof M, Vis AN, Zwinderman 
AH, Twisk JWR, Witjes WPJ, et al. Effect on 
survival of androgen deprivation therapy alone 
compared to androgen deprivation therapy 
combined with concurrent radiation therapy to 
the prostate in patients with primary bone met-
astatic prostate cancer in a prospective ran-
domised clinical trial:  data from the HORRAD 
trial. Eur Urol. 2019; 75(3): 410–8.

32 Parker CC, James ND, Brawley CD, Clarke 
NW, Hoyle AP, Ali A, et al. Radiotherapy to 
the primary tumour for newly diagnosed, 
metastatic prostate cancer (STAMPEDE):  a 
randomised controlled phase 3 trial. Lancet. 
2018; 392(10162): 2353–66.

33 Kyriakopoulos CE, Chen YH, Carducci MA, 
Liu G, Jarrard DF, Hahn NM, et al. Chemo-
hormonal therapy in metastatic hormone-
sensitive prostate cancer:  long-term survival 
analysis of the randomized phase III E3805 
CHAARTED trial. J Clin Oncol. 2018; 36(11): 

1080–7.
34 Boeri L, Sharma V, Karnes RJ. Radiotherapy 

for newly diagnosed oligometastatic prostate 
cancer. Lancet. 2018; 392(10162): 2327–8.

35 Gillessen S, Attard G, Beer TM, Beltran H, 
Bossi A, Bristow R, et al. Management of pa-
tients with advanced prostate cancer:  the re-
port of the advanced prostate cancer consen-
sus conference APCCC 2017. Eur Urol. 2018; 

73(2): 178–211.
36 Parker CC, James ND, Brawley CD, Clarke 

NY, Hoyle AP, Ali A, et al. Radiotherapy to 
the primary tumour for newly diagnosed, 
metastatic prostate cancer (STAMPEDE):  a 
randomised controlled phase 3 trial. Lancet. 
2018; 392(10162): 2353–66.

37 Rusthoven CG, Jones BL, Flaig TW, Crawford 
ED, Koshy M, Sher DJ, et al. Improved sur-
vival with prostate radiation in addition to an-
drogen deprivation therapy for men with 
newly diagnosed metastatic prostate cancer. J 
Clin Oncol. 2016; 34(24): 2835–42.

38 Cho Y, Chang JS, Rha KH, Hong SJ, Choi YD, 
Ham WS, et al. Does radiotherapy for the pri-
mary tumor benefit prostate cancer patients 
with distant metastasis at initial diagnosis? 
PLoS One. 2016; 11(1): e0147191.

39 Barocas DA, Alvarez J, Resnick MJ, Koyama 
T, Hoffman KE, Tyson MD, et al. Association 
between radiation therapy, surgery, or obser-
vation for localized prostate cancer and pa-
tient-reported outcomes after 3 years. JAMA. 
2017; 317(11): 1126–40.

D
ow

nl
oa

de
d 

by
: 

A
cc

es
s 

pr
ov

id
ed

 b
y 

th
e 

U
ni

ve
rs

ity
 o

f M
ic

hi
ga

n 
Li

br
ar

y
14

1.
21

5.
93

.1
65

 -
 5

/2
4/

20
21

 8
:5

5:
21

 A
M

https://www.karger.com/Article/FullText/508415?ref=19#ref19
https://www.karger.com/Article/FullText/508415?ref=20#ref20
https://www.karger.com/Article/FullText/508415?ref=20#ref20
https://www.karger.com/Article/FullText/508415?ref=21#ref21
https://www.karger.com/Article/FullText/508415?ref=22#ref22
https://www.karger.com/Article/FullText/508415?ref=23#ref23
https://www.karger.com/Article/FullText/508415?ref=24#ref24
https://www.karger.com/Article/FullText/508415?ref=25#ref25
https://www.karger.com/Article/FullText/508415?ref=26#ref26
https://www.karger.com/Article/FullText/508415?ref=27#ref27
https://www.karger.com/Article/FullText/508415?ref=27#ref27
https://www.karger.com/Article/FullText/508415?ref=28#ref28
https://www.karger.com/Article/FullText/508415?ref=29#ref29
https://www.karger.com/Article/FullText/508415?ref=29#ref29
https://www.karger.com/Article/FullText/508415?ref=30#ref30
https://www.karger.com/Article/FullText/508415?ref=31#ref31
https://www.karger.com/Article/FullText/508415?ref=32#ref32
https://www.karger.com/Article/FullText/508415?ref=33#ref33
https://www.karger.com/Article/FullText/508415?ref=34#ref34
https://www.karger.com/Article/FullText/508415?ref=35#ref35
https://www.karger.com/Article/FullText/508415?ref=36#ref36
https://www.karger.com/Article/FullText/508415?ref=37#ref37
https://www.karger.com/Article/FullText/508415?ref=37#ref37
https://www.karger.com/Article/FullText/508415?ref=38#ref38
https://www.karger.com/Article/FullText/508415?ref=39#ref39

	startTableBody
	startTableBody
	startTableBody
	StartZeile
	Zwischenlinie
	startTableBody

