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Mortality and biochemical 
recurrence after surgery, 
brachytherapy, or external 
radiotherapy for localized prostate 
cancer: a 10‑year follow‑up cohort 
study
José Francisco Suárez1,16, Víctor Zamora2,3,4,16, Olatz Garin2,3,5*, Cristina Gutiérrez6, 
Àngels Pont2,3, Yolanda Pardo2,3,4, Alai Goñi7, Alfonso Mariño8, Asunción Hervás9, 
Ismael Herruzo10, Patricia Cabrera11, Gemma Sancho12, Javier Ponce de León13, 
Víctor Macías14, Ferran Guedea6, Francesc Vigués1, Manuel Castells1, Montse Ferrer2,3,5* & 
Multicentric Spanish Group of Clinically Localized Prostate Cancer*

To compare the effectiveness at ten years of follow-up of radical prostatectomy, brachytherapy and 
external radiotherapy, in terms of overall survival, prostate cancer-specific mortality and biochemical 
recurrence. Cohort of men diagnosed with localized prostate cancer (T1/T2 and low/intermediate 
risk) from ten Spanish hospitals, followed for 10 years. The treatment selection was decided jointly 
by patients and physicians. Of 704 participants, 192 were treated with open radical retropubic 
prostatectomy, 317 with 125I brachytherapy alone, and 195 with 3D external beam radiation. We 
evaluated overall survival, prostate cancer-specific mortality, and biochemical recurrence. Kaplan–
Meier estimators were plotted, and Cox proportional-hazards regression models were constructed 
to estimate hazard ratios (HR), adjusted by propensity scores. Of the 704 participants, 542 patients 
were alive ten years after treatment, and a total of 13 patients have been lost during follow-up. After 
adjusting by propensity score and Gleason score, brachytherapy and external radiotherapy were not 
associated with decreased 10-year overall survival (aHR = 1.36, p = 0.292 and aHR = 1.44, p = 0.222), 
but presented higher biochemical recurrence (aHR = 1.93, p = 0.004 and aHR = 2.56, p < 0.001) than 
radical prostatectomy at ten years of follow-up. Higher prostate cancer-specific mortality was also 
observed in external radiotherapy (aHR = 9.37, p = 0.015). Novel long-term results are provided on 
the effectiveness of brachytherapy to control localized prostate cancer ten years after treatment, 
compared to radical prostatectomy and external radiotherapy, presenting high overall survival, 

OPEN

1Urology Department, Hospital Universitari de Bellvitge, L’Hospitalet de Llobregat, Barcelona, Spain. 2Health 
Services Research Group, IMIM (Hospital del Mar Medical Research Institute), Doctor Aiguader, 88, Barcelona, 
Spain  08003. 3CIBER en Epidemiología Y Salud Pública, CIBERESP, Madrid, Spain. 4Universitat Autònoma de 
Barcelona, Cerdanyola del Vallès, Barcelona, Spain. 5Universitat Pompeu Fabra (UPF), Barcelona, Spain. 6Radiation 
Oncology Department, Institut Català d’Oncologia, L’Hospitalet de Llobregat, Barcelona, Spain. 7Radiation 
Oncology Service, Fundación Onkologikoa - UGC Oncología Gipúzcoa, San Sebastián, Spain. 8Radiation Oncology 
Department, Centro Oncológico de Galicia, A Coruña, Spain. 9Radiation Oncology Department, Hospital 
Universitario Ramón y Cajal, Madrid, Spain. 10Radiation Oncology Department, Hospital Regional Universitario 
de Málaga, Málaga, Spain. 11Radiation Oncology Department, Hospital Universitario Virgen del Rocío, Sevilla, 
Spain. 12Radiation Oncology Department, Hospital Santa Creu i Sant Pau, Barcelona, Spain. 13Urology Department, 
Fundació Puigvert, Barcelona, Spain. 14Radiation Oncology Department, Hospital Universitario y Politécnico La Fe, 
Valencia, Spain.  16These authors contributed equally: José Francisco Suárez and Víctor Zamora. *A list of authors 
and their affiliations appears at the end of the paper. *email: ogarin@imim.es; mferrer@imim.es

http://crossmark.crossref.org/dialog/?doi=10.1038/s41598-022-16395-w&domain=pdf


2

Vol:.(1234567890)

Scientific Reports |        (2022) 12:12589  | https://doi.org/10.1038/s41598-022-16395-w

www.nature.com/scientificreports/

similarly to radical prostatectomy, but higher risk of biochemical progression. These findings provide 
valuable information to facilitate shared clinical decision-making.

Study identifier at ClinicalTrials.gov: NCT01492751.

In the European Union, prostate cancer was the most frequently diagnosed tumor, and the third leading cause 
of death of all cancers in men1. The EUROCARE-V study2 showed that the age-standardized 5-year relative sur-
vival improved from 73% for the period 1999–2001 to 82% in 2005–2007. In general, prostate cancer incidence 
has increased, while its mortality has decreased in most countries3 since prostate-specific antigen (PSA) detec-
tion. Currently, most prostate cancer patients are diagnosed in localized stages4 and managed mainly through 
active monitoring, radical prostatectomy or radiotherapy, which involves either external radiation therapy or 
brachytherapy5.

The main randomized controlled trial of curative intention treatments for localized prostate cancer is Pro-
tecT (Prostate Testing for Cancer and Treatment)6,7. It showed no differences on overall survival and prostate 
cancer-specific mortality at ten years of follow-up6 for radical prostatectomy, external radiotherapy and active 
monitoring, but higher rates of disease progression and metastases for men in active monitoring. However, 
brachytherapy was not assessed in the ProtecT trial6,7, and the observational studies comparing it with the other 
radical treatments at long term are scarce.

Three studies reporting comparative effectiveness research on localized prostate cancer patients8–10 showed 
that brachytherapy and external radiotherapy were associated with lower long-term overall survival than radi-
cal prostatectomy, but not higher prostate cancer-specific mortality. The first study, published in 2012, reported 
results for the whole sample (n = 10,429)8 and for patients without comorbidities11, with a median follow-up 
among survivors of 5.6 years. The other two have been published recently, one focused on patients older than 
70 years with median follow-ups from 5.3 to 7.5 years9, and one on patients with intermediate risk tumors with 
a median follow-up of 10 years10. Only the latter reported biochemical recurrence, showing better results for 
brachytherapy than for radical prostatectomy. In contrast, a meta-analysis12 synthesizing results of biochemical 
recurrence from studies with a median follow-up of 5 years or shorter obtained no significant difference between 
brachytherapy and radical prostatectomy.

Therefore, comparative effectiveness research on survival and biochemical recurrence among radical prosta-
tectomy, brachytherapy and external radiotherapy at long term is needed. The aim of this study was to compare 
the effectiveness among treatments with curative intention in terms of overall survival, prostate cancer-specific 
mortality and biochemical recurrence on patients with localized prostate cancer ten years after radical prosta-
tectomy, brachytherapy or external radiotherapy.

This is a prospective cohort analysis of data from a project named “Multicentric Spanish Study of Clinically 
Localized Prostate Cancer”, composed of men diagnosed with clinically localized prostate cancer who had been 
followed prospectively (ClinicalTrials.gov Identifier: NCT01492751). Results of this cohort have been previously 
described in terms of impact of treatments’ side effects measured with patient-reported outcomes, which were 
the primary endpoints (at two13, three14, five15 and ten years16 of follow-up), but no report on mortality and 
biochemical recurrence has been published. The latter were a priori decided as secondary outcomes.

Methods
Patients.  This was a prospective observational study of a cohort of men diagnosed with clinically localized 
prostate cancer and treated with radical prostatectomy (n = 192), brachytherapy (n = 317), or external radio-
therapy (n = 195). The study was approved by the ethics review boards of the participating hospitals, and written 
informed consent was obtained from patients, following the 2000 revision of the Helsinki Declaration.

Study details have been described elsewhere13–16. Briefly, participants in the “Multicentric Spanish Study of 
Clinically Localized Prostate Cancer” were consecutively recruited from ten Spanish hospitals in 2003–2005. 
Eligible patients had a clinical stage T1 or T2 and were treated with radical retropubic prostatectomy, external 
radiotherapy or brachytherapy. Initial exclusion criteria of the cohort13,14 were: treated in other hospitals than 
the participating centers, and previous prostate transurethral resection. According to advances in scientific 
evidence17, high risk was added to the exclusion criteria in 201115,16. The definition by D’Amico et al.18 was used 
to classify patients into risk groups: T1c or T2a, PSA ≤ 10 ng/mL and Gleason ≤ 6 for low risk; and T2b, PSA 
11–20 ng/mL or Gleason 7 for intermediate risk. Out of the 841 patients recruited, 61 were high-risk patients, 
44 did not meet other inclusion criteria, 18 were transferred to other hospitals before treatment, and 14 refused 
to participate, giving a total of 704 participants16, which was the final sample included in all analyses.

Treatment.  The decision regarding treatment selection was made jointly by patients and physicians. Patients 
who chose surgery underwent open radical retropubic prostatectomy. Nerve-sparing techniques were applied at 
the discretion of the operating surgeon on 27% of the patients. The brachytherapy group received interstitial low 
dose radiotherapy alone with 125I. The prescription dose was 144 Gy to the reference isodose (100%) according to 
the Task Group 4319. The median dose of D90 and V100% was 154 Gy (range 97–205.3) and 94% (range 60–100), 
respectively. External beam radiation was performed using the 3-D conformal technique (prostate planning tar-
get volume in 1.8 to 2.0 Gy daily fractions). Seminal vesicles and regional lymphatics were also contoured if risk 
of involvement was suspected. Mean dose was 74 Gy (range 65–78), with only seven patients receiving < 70 Gy.

Clinical evaluations.  Demographic and clinical characteristics at baseline were recorded at clinical sites, 
including age, PSA, Gleason score, and risk group as defined by D’Amico et al.18. Serum PSA levels were meas-
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ured at follow-up visits, every 6 months for the first 2 years and annually thereafter. Biochemical recurrence was 
defined as: (a) an initial PSA value after radical prostatectomy > 0.2 ng/mL (used to define the time of recur-
rence) followed by a second confirmatory PSA value > 0.2 ng/mL20, as per the American Urological Association 
criteria; or (b) a PSA increase of > 2 ng/ml from the nadir after radiotherapy or a need for salvage therapy21, 
following the American Society for Radiation Oncology criteria.

Sample size calculation.  The sample size of this study was calculated to detect differences on patient-
reported outcomes between groups13. The statistical power for comparing overall survival and biochemical 
recurrence between brachytherapy and radical prostatectomy (with 317 and 192 patients, respectively) was 0.8 
or higher, using a 2-sided long rank test with type 1 error of 5%. The statistical power drops to 0.7 for comparing 
prostate cancer-specific mortality due to the small number of events.

Mortality.  Vital status, date and cause of death were confirmed by linkage with the National Institute of 
Statistics22 up to April 2017. Codes in the 11th International Classification of Diseases for malignant prostate 
tumor (2C82) and prostate tumor of uncertain or unknown behavior (2F97&XA63E5) were considered as pros-
tate cancer-specific mortality.

Statistical analysis.  The characteristics of the patients were described and compared among treatment 
groups after adjusting by the previously developed propensity scores15. Briefly, to account for treatment selection 
bias, a multinomial logistic regression model was constructed to estimate the conditional probability of receiving 
a treatment, given measured covariates, with c-statistics ranging from 0.81 to 0.92 among treatment groups. This 
model included socio-demographic variables, prostate cancer characteristics, number of chronic conditions, 
medication, tobacco consumption, and family cancer history. Unlike propensity score matching, this statistical 
approach includes all the study participants and makes a comparison amongst several groups more feasible23.

To analyze overall survival, prostate cancer-specific mortality, and biochemical recurrence, the time periods 
used were from date of treatment to date of the event or date of the latest available information. Patients with no 
biochemical recurrence were censored at the last follow-up in which PSA information was available. Summary 
statistics and 95% confidence intervals (95% CI) are reported according to treatment group. To compare overall 
survival among the three treatment groups, Kaplan–Meier curves and Cox proportional-hazards regression 
models were constructed using follow-up data until year 11 after treatment. To compare prostate cancer-specific 
mortality and biochemical recurrence, cumulative incidence functions were plotted and Fine and Gray models24 
with proportional hazards for the subdistribution of death as a competing risk were constructed: death from all 
other causes in the prostate cancer-specific mortality model and death from all causes in the biochemical recur-
rence model. Nested models were constructed by adding variables sequentially: model 1 only with treatment 
effect; model 2 adjusting by propensity scores; and model 3 adding the clinical variables which remained unbal-
anced among treatment groups after propensity scores adjustment. Proportional hazards assumptions were tested 
using weighted residuals25. All available data were included in the analysis, and any missing follow-up outcome 
data were assumed to be missing at random. R version 4.1.1 was used for survival analyses.

Ethics statement.  The present study has been reviewed and approved by the Institutional Review Board at 
the Hospital del Mar Medical Research Institute, in accordance with the 2000 Declaration of Helsinki. The study 
was also approved by the ethics committees from the participating sites: Institut Català d’Oncologia, Hospital 
Universitari de Bellvitge, Hospital de la Santa Creu i Sant Pau, Fundació Puigvert, Institutu Onkologikoa de 
Gipúzkoa, Hospital Regional Universitario de Málaga, Hospital Universitario Ramón y Cajal, Hospital Uni-
versitari General de Catalunya and Centro Oncológico de Galicia and Hospital Universitario Virgen del Rocío. 
Written informed consent was provided by all subjects when they were enrolled.

Results
Pretreatment baseline characteristics.  Table 1 shows baseline characteristics of the patients. Most of 
participants were aged 66 years or older, presented PSA below 10 ng/mL, Gleason score equal or lower than 
six, clinical stage ≤ T2a, and they were classified as D’Amico low risk group. After propensity scores adjustment, 
no statistically significant differences were observed among treatment groups, except for Gleason score, which 
ranged from 96.3% of patients with values equal or lower than six in brachytherapy to 90% in external radio-
therapy (p-value = 0.038). Median (interquartile range—IQR) follow-up for vital status adjusted by propensity 
scores was 10 years (10.0–10.0) in the three treatment groups, while median and IQR follow-up for biochemical 
recurrence was 10 years (9.1–10.0) in radical prostatectomy group, 9.9 years (9.1–10.0) in brachytherapy, and 
10.0 (8.6–10.0) in external radiotherapy.

Flow‑chart.  The flow chart (Supplementary Fig. S1) shows that of the 704 participants, 542 patients were 
alive after ten years of follow-up, and a total of 13 patients have been lost during follow-up: three in the radical 
prostatectomy group, eight in the brachytherapy group and two in external radiotherapy. The number of patients 
with missing clinical data for biochemical recurrence at 10 years was 31 (19.3%) in radical prostatectomy, 62 
(25.8%) in brachytherapy and 39 (27.7%) in external radiotherapy.

Overall survival.  Figure 1a shows Kaplan–Meier curves of overall survival at ten years after treatment, which 
was 85.3% (95% CI 80.5–90.5) for patients who underwent radical prostatectomy, 78.1% (95% CI 73.7–82.8) for 
those in the brachytherapy group, and 73.3% (95% CI 67.4–79.8) for those treated with external radiotherapy. 
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Table 2 shows statistically significant differences in overall survival among treatment groups in Model 1. After 
adjusting by propensity scores (Model 2), the significant differences disappeared: hazard ratios were 1.32 (95% 
CI 0.75–2.33) for brachytherapy and 1.40 (95% CI 0.78–2.51) for external radiotherapy, compared to radical 
prostatectomy (reference group). After adding the Gleason score in model 3, differences on hazard ratios among 
treatment groups remained not significant.

Prostate cancer‑specific mortality.  Figure 1b shows Kaplan–Meier curves of death from prostate cancer 
up to ten years after treatment. The cumulative incidence was 0.0% in the radical prostatectomy group, 1.9% 
(95% CI 0.8–3.9) for brachytherapy, and 6.2% (95% CI 3.4–10.1) for external radiotherapy. Table 2 shows sta-
tistically significant differences among treatment groups for Model 1, but the hazard ratio remained statistically 
significant only for external radiotherapy after adjusting by propensity scores (Model 2 and 3). Compared to the 
radical prostatectomy group, in Model 3 the hazard ratio was 9.37 (95% CI 1.53–57.21, p = 0.015) for external 
radiotherapy, and 4.41 (95% CI 0.69–28.29, p = 0.120) for brachytherapy, but it was not statistically significant.

Biochemical recurrence.  Figure 1c shows Kaplan–Meier curves of biochemical recurrence. Ten years after 
treatment, the cumulative incidence was 23.8 (95% CI 17.9–30.2) in the radical prostatectomy group, 29.1% (95% 
CI 23.6–34.7) for the brachytherapy group and 43.0% (95% CI 34.9–50.8) in the external radiotherapy group. 
Results of multivariable Cox regression models (Table 2) showed that, after adjustment for propensity score, the 
risk of biochemical recurrence (compared to radical prostatectomy) was significantly higher for patients receiv-
ing either brachytherapy or external radiotherapy, with hazard ratios of 1.93 (95% CI 1.23–3.03) and 2.56 (95% 
CI 1.64–3.98) in Model 3. Biochemical recurrence appeared at a median of 4.4 years after treatment: 2.0 years 
(IQR 0.6–5.7) for radical prostatectomy, 4.8 years (IQR 3.0–6.9) for brachytherapy and 4.6 years (IQR 2.7–7.2) 
for external radiotherapy.

Table 1.   Baseline characteristics by treatment: unadjusted n and adjusted percentages with propensity scores, 
and median [IQR] follow-up. a p-value was obtained with likelihood ratio test. Follow-up was calculated in 
years. IQR interquartile range, PSA prostate-specific antigen.

All Radical prostatectomy Brachytherapy External radiotherapy Adjusted p-valuea

Participants 704 192 317 195

Unadjusted n (adjusted %)

Age 0.484

 ≤ 65 years 265 (33.0%) 114 (32.8%) 113 (33.8%) 38 (31.7%)

66 – 70 years 222 (40.2%) 61 (47.6%) 100 (37.4%) 61 (37.6%)

 ≥ 71 years 216 (26.8%) 16 (19.6%) 104 (28.8%) 96 (30.8%)

Missing 1 (0.1%) 1 (0.5%) 0 0

PSA 0.590

 < 10 603 (98.0%) 155 (92.4%) 294 (89.6%) 154 (92.4%)

[10, 20] 100 (1.9%) 36 (7.6%) 23 (10.4%) 41 (7.6%)

Missing 1 (0.1%) 1 (0.5%) 0 0

Gleason score 0.038

 ≤ 6 563 (93.7%) 114 (92.6%) 308 (96.3%) 141 (90.0%)

7 139 (6.3%) 76 (7.4%) 9 (3.7%) 54 (10.0%)

Missing 2 (0.3%) 2 (1.0%) 0 0

Clinical T Stage 0.439

 ≤ T2a 651 (97.6%) 175 (98.6%) 307 (96.8%) 169 (97.9%)

T2b 47 (2.4%) 13 (1.4%) 9 (3.2%) 25 (2.1%)

Missing 6 (0.9%) 4 (2.1%) 1 (0.3%) 1 (0.5%)

Risk group 0.756

Low 482 (86.5%) 91 (88.3%) 283 (85.0%) 108 (87.1%)

Intermediate 222 (13.5%) 101 (11.7%) 34 (15.0%) 87 (12.9%)

Neoadjuvant hormonal 
treatment 0.764

No 521 (81.4%) 175 (78.6%) 212 (82.7%) 134 (82.0%)

Yes 183 (18.6%) 17 (21.4%) 105 (17.5%) 61 (18.4%)

Adjusted median [IQR] follow-up, years

Vital status 10.0 [10.0, 10.0] 10.0 [10.0, 10.0] 10.0 [10.0, 10.0]

Biochemical recurrence 10.0 [9.0, 10.0] 9.9 [9.1, 10.0] 10.0 [8.6, 10.0]
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Figure 1.   Kaplan–Meier plots among radical prostatectomy (red line), brachytherapy (green line) and external 
radiotherapy (yellow line). BT Brachytherapy, EBRT External Beam Radiotherapy, RP Radical Prostatectomy. 
Numbers represent: patients at the beginning of the year; (patients with the event of interest); [patients lost to 
follow-up]; and {patients at competing risk}.
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Discussion
This study comparing oncological outcomes after ten years of the three most established treatment options for 
localized prostate cancer patients shows that brachytherapy and external radiotherapy were not associated with 
decreased 10-year overall survival, but presented higher biochemical recurrence compared with radical pros-
tatectomy in men with clinically localized prostate cancer. There have been other studies showing long-term 
results8–10 but, to our knowledge, this is the first one evaluating mortality, together with biochemical recurrence, 
in patients at low and intermediate prostate cancer risk.

Our results showing no differences in overall survival between radical prostatectomy and radiotherapy groups 
at ten years were consistent with the ProtecT randomized clinical trial all-cause mortality results between pros-
tatectomy and external radiotherapy6. However, our findings differ from non-randomized studies, all of which 
showed significantly higher risk of death for radiotherapy groups than for radical prostatectomy: aHR of 1.7–1.58, 
1.89, and 1.610 for brachytherapy; and aHR of 1.7–1.58, 1.959, and 1.910 for external radiotherapy. This higher 
mortality risk in radiation groups could be explained by differences in the sample characteristics, such as age9 

Table 2.   Cox proportional-hazards regression models for overall survival, prostate cancer-specific mortality 
and biochemical recurrence (model 1), adjusted by propensity scores (model 2), and Gleason score (model 
3). 95% CI 95% Confidence Interval, HR Hazard Ratio, Propensity Scorea adjustment in brachytherapy with 
the entire cohort, Propensity Scoreb adjustment in external radiotherapy with the entire cohort. a Adjusted by 
competing risk.

Model 1 Model 2 Model 3

HR (95% CI) p-value HR (95% CI) p-value HR (95% CI) p-value

Overall Survival

Radical prostatectomy Ref Ref Ref

Brachytherapy 1.67
(1.10—2.52) 0.015 1.32

(0.75 – 2.33) 0.342 1.36
(0.77—2.42) 0.292

External radiotherapy 1.98
(1.28—3.06) 0.002 1.40

(0.78—2.51) 0.259 1.44
(0.80—2.59) 0.222

Propensity scorea

Propensity scoreb
1.50
(0.64 – 3.52) 0.347 1.44

(0.57—3.61) 0.442

Gleason score 2.36
(0.96 – 5.78) 0.061 2.33

(0.95—5.74) 0.066

 ≤ 6 Ref

7 0.96
(0.60—1.55) 0.882

Prostate Cancer-Specific Mortalitya

Radical prostatectomy Ref Ref Ref

Brachytherapy 5.55
(0.71—43.24) 0.100 4.45

(0.69 – 28.71) 0.120 4.41
(0.69—28.29) 0.120

External radiotherapy 12.23
(1.61—92.95) 0.016 9.46

(1.55 – 57.79) 0.015 9.37
(1.53—57.21) 0.015

Propensity scorea
1.54
(0.15 – 16.05) 0.720 1.58

(0.17—14.45) 0.690

Propensity scoreb
1.85
(0.26 – 12.98) 0.540 1.85

(0.27—12.52) 0.530

Gleason score

 ≤ 6 Ref

7 1.04
(0.31—3.47) 0.960

Biochemical recurrencea

Radical prostatectomy Ref Ref Ref

Brachytherapy 1.14
(0.78—1.67) 0.490 1.89

(1.20 – 2.95) 0.006 1.93
(1.23—3.03) 0.004

External radiotherapy 1.76
(1.20—2.59) 0.004 2.50

(1.60 – 3.89)  < 0.001 2.56
(1.64—3.98)  < 0.001

Propensity scorea
0.34
(0.17 – 0.67) 0.002 0.36

(0.17—0.75) 0.006

Propensity scoreb
0.52
(0.26 – 1.05) 0.067 0.52

(0.26—1.06) 0.074

Gleason score

 ≤ 6 Ref

7 1.05
(0.86—1.29) 0.610
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or comorbidities11, between these studies and ours. In fact, the consistent demonstration in those studies of 
no higher prostate cancer‐specific mortality8–10 suggests that differences in all-cause mortality are associated 
with patients’ factors unrelated to prostate cancer. On the other hand, differences between surgical and radia-
tion primary therapies in combined treatment with adjuvant androgen deprivation, associated with certain 
complications26,27, could partially explain this higher mortality risk.

We found relevant differences in prostate cancer-specific mortality among treatments at ten years of follow-up. 
Our results show higher statistically significant risk for external radiotherapy (aHR = 9.37, p = 0.015), but it was 
not significant for brachytherapy (aHR = 4.41, p = 0.120), compared to radical prostatectomy. In contrast, all the 
previous observational studies showed no significant higher risk of death due to prostate cancer, with smaller 
hazard ratios for brachytherapy (aHR of 1.39, 1.410, and 2.3 for low and 0.6 for intermediate tumoral risk8) and 
external radiotherapy (aHR of 1.79, 1.110, and 1.8 for both tumoral risk groups8). This difference in the magnitude 
of risk is explained by the remarkably low prostate cancer-specific mortality within the radical prostatectomy 
group in our study, close to zero, compared to the others: 1.8%8, 1.2%9, and 3.4%10. Underestimation by chance 
cannot be discarded, since there was only one death caused by prostate cancer among the 192 surgery patients, 
which occurred ten years and nine months after treatment. Differential misclassification between death by 
prostate cancer and death by other causes among treatment groups was minimized by obtaining cause of death 
through linkage with the National Institute of Statistics22.

In our study, brachytherapy showed lower risk of biochemical recurrence than external radiotherapy (29.1% 
vs 43.0%), consistently with previous findings (29% vs 67%)28, but higher risk than radical prostatectomy (29.1% 
vs 23.8%; and aHR of 1.93, in favor of radical prostatectomy). This latter finding clearly contrasts with previ-
ous publications10,12. On one hand, the meta-analysis of 8,385 patients12 obtained an odds ratio of 1.24 (95% 
CI 0.91–1.68) in favor of brachytherapy, but with considerable heterogeneity (I2 = 77%). On the other hand, the 
most recent observational study focused on intermediate risk10 also showed at ten years of follow-up a lower 
biochemical recurrence rate in brachytherapy (19.8%) than in radical prostatectomy (42.9%) after propensity 
scores adjustment. This rate in their radical prostatectomy group is twice that of our cohort (23.8%), mainly 
composed by low-risk prostate cancer patients. This suggests a relationship between tumoral risk and biochemical 
recurrence among surgery patients. In fact, in our study the rate for patients treated with radical prostatectomy 
was 12.1% in low risk and 32.7% in intermediate risk, the latter closer to the rate found in the Goy et al. study10.

The main limitation of this study is its observational design. The main concern is a possible treatment selec-
tion bias where, for example, brachytherapy is preferentially prescribed to patients with lower tumor risk, and 
surgery to younger patients13–15. In our cohort, the propensity scores balanced treatment selection bias15, except 
for Gleason score. Therefore, we constructed a final model adjusted with propensity scores and Gleason score. 
Furthermore, these results are consistent with those obtained through traditional adjustment in the Cox models 
(Supplementary Table S1). Secondly, results of prostate cancer-specific mortality should be interpreted with 
caution due to the low number of deaths attributed to prostate cancer in our cohort, which affects the statistical 
power. Thirdly, the results on biochemical recurrence could have been affected by missing data, since there were 
132 patients (24.4%) with no PSA at 10 years of follow-up. Missing data ranged from 19.3% in radical prostatec-
tomy to 27.7% in external radiotherapy, therefore the differences between radical prostatectomy and radiotherapy 
groups might be underestimated. However, no statistically significant differences were found between patients 
with and without PSA data at 10 years of follow-up (data not shown). Finally, the treatments were applied 
over one decade ago; since then, diagnostic techniques and treatments for prostate cancer have evolved. For 
instance, most new high-tech radiotherapy modalities seem to enhance patient survival and therapeutic gain29, 
but hypofractionation is still controversial30; therefore, further research in patients undergoing new modalities 
of treatment is needed.

The strengths of the study are certainly the large number of patients who completed the 10-year follow-up, 
which provides robust evidence on overall mortality and biochemical recurrence, especially for patients who 
underwent brachytherapy. Moreover, confirmation of all-cause mortality and prostate cancer-specific mortality 
with the National Institute of Statistics (INE) provided reliable and unbiased data for date and cause of death. 
Finally, our study’s outcome collection was in accordance with the current recommendations of the International 
Consortium for Health Outcomes Measurement (ICHOM) for localized prostate cancer, which were developed 
in 201531.

Further than survival and biochemical recurrence, it is important to consider other outcomes for treatment 
selection in localized prostate cancer. Acute complications and patient-reported outcomes are also included in 
ICHOM’s recommendations31. The results on survival and biochemical recurrence of the present study need 
to be balanced with results on patient-reported outcomes previously published16, showing that brachytherapy 
is the treatment option that causes the least negative impact. However, no single treatment can be considered 
the preferred strategy for managing all patients, and each treatment decision should be made jointly by patients 
and physicians5.

In conclusion, novel long-term results are provided on the effectiveness of brachytherapy to control localized 
prostate cancer during ten years after treatment, compared to radical prostatectomy and external radiotherapy. 
It presents high overall survival similarly to radical prostatectomy, but higher risk of biochemical progression. 
These results provide patients, clinicians, and health planners with valuable information, considered jointly with 
the other relevant outcomes, to make evidence-based decisions and facilitate shared clinical decision-making.

Data availability
The datasets generated and analysed during the current study are not publicly available due to institutional poli-
cies for sensitive data, but a de-identified version is available from the corresponding author upon reasonable 
request.



8

Vol:.(1234567890)

Scientific Reports |        (2022) 12:12589  | https://doi.org/10.1038/s41598-022-16395-w

www.nature.com/scientificreports/

Received: 3 February 2022; Accepted: 8 July 2022

References
	 1.	 Ferlay, J. et al. Cancer incidence and mortality patterns in Europe: Estimates for 40 countries and 25 major cancers in 2018. Eur. 

J. Cancer 103, 356–387 (2018).
	 2.	 Trama, A. et al. Survival of male genital cancers (prostate, testis and penis) in Europe 1999–2007: Results from the EUROCARE-5 

study. Eur. J. Cancer 51(15), 2206–2216 (2015).
	 3.	 Wong, M. C. S. et al. Global incidence and mortality for prostate cancer. Eur. Urol. 70(5), 862–874 (2016).
	 4.	 Shao, Y. H. et al. Contemporary risk profile of prostate cancer in the United States. J. Natl. Cancer Inst. 101, 1280–1283 (2009).
	 5.	 Mottet, N. et al. EAU-ESTRO-SIOG guidelines on prostate cancer. Part 1: Screening, diagnosis, and local treatment with curative 

intent. Eur. Urol. 71, 618–629 (2017).
	 6.	 Hamdy, F. C. et al. 10-year outcomes after monitoring, surgery, or radiotherapy for localized prostate cancer. N. Engl. J. Med. 375, 

1415–1424 (2016).
	 7.	 Donovan, J. L. et al. Patient-reported outcomes after monitoring, surgery, or radiotherapy for prostate cancer. N. Engl. J. Med. 375, 

1425–1437 (2016).
	 8.	 Kibel, A. S. et al. Survival among men with clinically localized prostate cancer treated with radical prostatectomy or radiation 

therapy in the prostate specific antigen era. J. Urol. 187(4), 1259–1265 (2012).
	 9.	 Guo, X. X. et al. Comparison of oncological outcomes between radical prostatectomy and radiotherapy by type of radiotherapy 

in elderly prostate cancer patients. Front. Oncol. 11, 708373 (2021).
	10.	 Goy, B. W. et al. Ten-year treatment outcomes of radical prostatectomy vs external beam radiation therapy vs brachytherapy for 

1503 patients with intermediate-risk prostate cancer. Urology 136, 180–189 (2020).
	11.	 Nepple, K. G. et al. Mortality after prostate cancer treatment with radical prostatectomy, external-beam radiation therapy, or 

brachytherapy in men without comorbidity. Eur. Urol. 64(3), 372–378 (2013).
	12.	 Zhang, P., Qian, B., Shi, J. & Xiao, Y. Radical prostatectomy versus brachytherapy for clinically localized prostate cancer on onco-

logical and functional outcomes: A metaanalysis. Transl. Androl. Urol. 9(2), 332–343 (2020).
	13.	 Ferrer, M. et al. Health-related quality of life 2 years after treatment with radical prostatectomy, prostate brachytherapy, or external 

beam radiotherapy in patients with clinically localized prostate cancer. Int. J. Radiat. Oncol. Biol. Phys. 72(2), 421–432 (2008).
	14.	 Pardo, Y. et al. Quality-of-life impact of primary treatments for localized prostate cancer in patients without hormonal treatment. 

J. Clin. Oncol. 28(31), 4687–4696 (2010).
	15.	 Ferrer, M. et al. Quality of life impact of treatments for localized prostate cancer: Cohort study with a 5 year follow-up. Radiother. 

Oncol. 108(2), 306–313 (2013).
	16.	 Garin, O. et al. Comparative effectiveness research in localized prostate cancer: A 10-year follow-up cohort study. Int. J. Radiat. 

Oncol. Biol. Phys. 110(3), 718–726 (2021).
	17.	 Horwich, A. et al. Prostate cancer: ESMO clinical practice guidelines for diagnosis, treatment and follow-up. Ann. Oncol. 21(Sup-

plement 5), v129–v133 (2010).
	18.	 D’Amico, A. V. et al. Biochemical outcome after radical prostatectomy, external beam radiation therapy, or interstitial radiation 

therapy for clinically localized prostate cancer. JAMA 280(11), 969–974 (1998).
	19.	 Bice, W. S. Jr., Prestidge, B. R., Prete, J. J. & Dubois, D. F. Clinical impact of implementing the recommendations of AAPM Task 

Group 43 on permanent prostate brachytherapy using 125I. American Association of Physicists in Medicine. Int. J. Radiat. Oncol. 
Biol. Phys. 40(5), 1237–1241 (1998).

	20.	 Cookson, M. S. et al. Variation in the definition of biochemical recurrence in patients treated for localized prostate cancer: The 
American Urological Association prostate guidelines for localized prostate cancer update panel report and recommendations for 
a standard in the reporting of surgical outcomes. J. Urol. 177(2), 540–545 (2007).

	21.	 Roach, M. 3rd. et al. Defining biochemical failure following radiotherapy with or without hormonal therapy in men with clinically 
localized prostate cancer: Recommendations of the RTOG-ASTRO Phoenix Consensus Conference. Int. J. Radiat. Oncol. Biol. 
Phys. 65(4), 965–974 (2006).

	22.	 Instituto Nacional de Estadística (INE). https://​www.​ine.​es/. Accesed June, 2021.
	23.	 Austin, P. C. An introduction to propensity score methods for reducing the effects of confounding in observational studies. Multivar. 

Behav. Res. 46, 399–424 (2011).
	24.	 Fine, J. P. & Gray, R. J. A proportional hazards model for the subdistribution of a competing risk. J. Am. Stat. Assoc. 94, 496–509 

(1999).
	25.	 Grambsch, P. & Therneau, T. Proportional hazards tests and diagnostics based on weighted residuals. Biometrika 81(3), 515–526 

(1994).
	26.	 Nguyen, P. L. et al. Adverse effects of androgen deprivation therapy and strategies to mitigate them. Eur. Urol. 67(5), 825–836 

(2015).
	27.	 Corona, G. et al. Cardiovascular risks of androgen deprivation therapy for prostate cancer. World J. Mens. Health 39(3), 429–443 

(2021).
	28.	 Freiberger, C. et al. Long-term prognostic significance of rising PSA levels following radiotherapy for localized prostate cancer—

focus on overall survival. Radiat. Oncol. 12(1), 98 (2017).
	29.	 Koka, K. et al. Technological advancements in external beam radiation therapy (EBRT): An indispensable tool for cancer treatment. 

Cancer Manag. Res. 14, 1421–1429 (2022).
	30.	 Yan, M. et al. Practical considerations for prostate hypofractionation in the developing world. Nat. Rev. Urol. 18, 669–685 (2021).
	31.	 Martin, N. E. et al. Defining a standard set of patient-centered outcomes for men with localized prostate cancer. Eur. Urol. 67(3), 

460–467 (2015).

Acknowledgements
We acknowledge the collaboration of all members of the Multicentric Spanish Group of Clinically Localized 
Prostate Cancer for their contributions in data collection and administrative, technical, and material support. We 
also thank the patients and families who made this study possible and the clinical study teams who participated 
in the study. Moreover, the group thanks Áurea Martín for her support in English editing, proofreading, and 
preparing this manuscript for submission.

Author contributions
O.G., F.G., and M.F. designed and conceptualized the study. J.F.S., F.G., A.G., A.M., A.H., I.H., P.C., G.S., J.P.L., 
V.M., C.G., and M.C. acquired the data. J.F.S., V.Z., O.G., A.P., Y.P., M.F. analysed and interpreted the data. 
J.F.S. and V.Z. drafted the manuscript. O.G., Y.P., and M.F. performed a critical revision of the manuscript for 

https://www.ine.es/


9

Vol.:(0123456789)

Scientific Reports |        (2022) 12:12589  | https://doi.org/10.1038/s41598-022-16395-w

www.nature.com/scientificreports/

important intellectual content. A.P. carried out the statistical analysis and prepared tables and figures. O.G., and 
M.F. obtained the funding. V.Z., O.G., A.P., Y.P., C.G., and M.C. provided the administrative, technical, or mate-
rial support. O.G. and M.F. supervised the whole process of the manuscript. The Multicentric Spanish Group of 
Clinically Localized Prostate Cancer acquired the data and provided the administrative, technical, or material 
support. All authors reviewed the manuscript and approved submission.

Funding
The study was funded through competitive grants from the Instituto de Salud Carlos III FEDER: Fondo Europeo 
de Desarrollo Regional (Grant numbers PI02/0668, PI08/90090, PI13/00412, PI21/00023, and FI19/00229); 
Generalitat de Catalunya, Spain (Grant numbers 086/24/2000 and 2017 SGR 452); and CIBER de Epidemiología 
y Salud Pública CIBERESP (research funding CB06/02/0046). The funders of the study had no role in the study 
concept and design, acquisition of data, support, analysis, or interpretation; they also had no role in the prepara-
tion, writing, reviewing, and submission of this manuscript.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https://​doi.​org/​
10.​1038/​s41598-​022-​16395-w.

Correspondence and requests for materials should be addressed to O.G. or M.F.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note  Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access   This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

© The Author(s) 2022

 

Multicentric Spanish Group of Clinically Localized Prostate Cancer

Montse Ferrer2,3,5, Olatz Garin2,3,5, Àngels Pont2,3, Yolanda Pardo3,2,4, Jordi Alonso2,3,5, 
Víctor Zamora2,3,4, Ferran Guedea6, Montse Ventura6, Cristina Gutiérrez6, Ferran Ferrer6, 
Ana Boladeras6, José Francisco Suárez1, Manel Castells1, Xavier Bonet1, Mónica Ávila1, Sergi 
Pastor1, Carmen Bonet1, Gemma Sancho12, Javier Ponce de León13, Joan Palou7, Belén de 
Paula7, Alai Goñi7, Pablo Fernández7, Ismael Herruzo10, Asunción Hervás9, Alfredo Ramos9, 
Víctor Macías14, Josep Solé15, Marta Bonet15, Alfonso Mariño8, Patricia Cabrera11 & María 
José Ortiz11

2Health Services Research Group, IMIM (Hospital del Mar Medical Research Institute), Doctor Aiguader, 88, 
Barcelona, Spain  08003. 3CIBER en Epidemiología Y Salud Pública, CIBERESP, Madrid, Spain. 4Universitat 
Autònoma de Barcelona, Cerdanyola del Vallès, Barcelona, Spain. 5Universitat Pompeu Fabra (UPF), Barcelona, 
Spain. 15Institut Oncològic del Vallés (IOV), Sant Cugat del Vallès, Barcelona, Spain.

https://doi.org/10.1038/s41598-022-16395-w
https://doi.org/10.1038/s41598-022-16395-w
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Mortality and biochemical recurrence after surgery, brachytherapy, or external radiotherapy for localized prostate cancer: a 10-year follow-up cohort study
	Methods
	Patients. 
	Treatment. 
	Clinical evaluations. 
	Sample size calculation. 
	Mortality. 
	Statistical analysis. 
	Ethics statement. 

	Results
	Pretreatment baseline characteristics. 
	Flow-chart. 
	Overall survival. 
	Prostate cancer-specific mortality. 
	Biochemical recurrence. 

	Discussion
	References
	Acknowledgements


