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Objective: This study compared survival of prostate cancer patients with low prostate specific antigen level (PSA ≤ 10 ng/ml) and high-grades of Gleason score (GS) of 8–10 with different treatment options (i.e., radical prostatectomy [RP], external beam radiotherapy [EBRT], or external beam radiotherapy with brachytherapy [EBRT+BT]).

Materials and Methods: The Surveillance, Epidemiology and End Results (SEER) database data (2004–2013), and overall survival (OS) and prostate cancer-specific mortality (PCSM), were evaluated using the Cox proportional hazards regression model and Fine and Gray competing risk model.

Results: The SEER data contained 9,114 patients, 4,175 of whom received RP, 4,114 received EBRT, and 825 received EBRT+BT with a median follow-up duration of 47 months. RP patients had significantly better OS than patients with EBRT and EBRT+BT (adjusted HR [AHR]: 3.36, 95% CI: 2.43–4.64, P < 0.001; AHR: 2.15, 95% CI: 1.32–3.48, P = 0.002; respectively). There was no statistical difference in PCSM between RP and EBRT+BT (AHR: 1.31, 95% CI: 0.61–2.80, P = 0.485), while EBRT had worse OS (P < 0.05). The subgroup analysis revealed that there was no statistical difference in prognosis of patients with age of >70 years old, or PSA levels of ≤ 2.5 ng/ml between RP and EBRT+BT (P > 0.05).

Conclusion: RP patients with low PSA levels and high GS had better OS compared to either EBRT or EBRT+BT, while RP and EBRT+BT resulted in significantly lower PCSM, compared to EBRT. Moreover, EBRT+BT and RP were associated with similar survival of patients with age of > 70 years old, or PSA levels of ≤ 2.5 ng/ml.
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INTRODUCTION

In the USA, prostate cancer has an estimated of 164,690 new cases and 29,430 cancer-related deaths in 2018 (1). Clinically, most prostate cancer patients are diagnosed as early staged low or intermediate-risk of disease, and merely one-third of American men are diagnosed with a high-risk disease (2), which has different treatment options, such as radical prostatectomy (RP) and radiation therapy (RT) (3). RT includes external beam radiation therapy (EBRT) and EBRT plus brachytherapy (EBRT + BT), and previous randomized trials have revealed that EBRT + BT have an advantage in the biochemical disease-free survival of patients, when compared with EBRT (4). Furthermore, other retrospective studies have also revealed better survival of patients after EBRT + BT (5). Recently, studies have reported that RP could improve cancer-specific mortality in patients with high-risk prostate cancer (6). However, another retrospective study revealed that there was no statistically significant difference in survival between patients receiving RP and EBRT + BT with or without androgen deprivation therapy (ADT) in high-risk localized prostate cancer patients after adjusting for the prognostic factors of prostate cancer (7). In addition, increased PSA level is an indicator of the poor prognosis (8, 9) and high-grade diseases. However, patients with high-grade and low PSA level had poorer prognosis (10). Furthermore, low PSA level and high-risk of disease may represent a unique entity with potential dedifferentiation biology (11). To date, there is still no uniform treatment standard for this group of patients. The present study selected these patients from the Surveillance, Epidemiology, and End Results (SEER) database, and assessed their survival significance after treatment with RP and RT (EBRT or EBRT + BT).

METHODS

Database and Patient Selections

The US SEER database, a population-based cancer registration system, provides different datasets on cancer incidence and survival by covering ~28% of US populations (https://seer.cancer.gov/). In the present study, the SEER* Stat 8.3.5 software was utilized to query the data of patients diagnosed with primary prostate adenocarcinoma, had a pre-treatment PSA of ≤ 10 ng/dL, a GS of 8–10, and a clinical stage of N0 and M0 between 2004 and 2015. GS provided by the SEER program represents the highest GS found during a surgical or non-surgical biopsy. These patients received one of the three treatments (radical prostatectomy [RP], external beam radiotherapy [EBRT], or external beam radiotherapy with brachytherapy [EBRT+BT]), while patients who received prostate procedures and treatment before and after receiving RP were excluded. This dataset included 9,114 patients (Figure 1). The primary study endpoint was prostate cancer-specific mortality (PCSM) and overall survival (OS, death of any reason).
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FIGURE 1. Illustration of the patient selection process.



Statistical Analysis

All statistical analyses were performed using Stata/MP 14.0 (StataCorp LP 4905 Lakeway Drive College Station, TX, USA) and R Studio v1.1.447 with survival and twang packages at a two-tailed level of significance of 0.05. The differences in categorical variables between groups were analyzed by chi-squared test, while normally distributed continuous variables were analyzed by one-way analysis of variance (ANOVA) test and the Kruskal-Wallis test for skewed continuous variables. The P-value of multiple comparisons was corrected using the Bonferroni method, while the propensity score was estimated by using the generalized boosted model (GBM), which analyzed the involvement of an iterative process with multiple regression trees to capture complex and non-linear relationships between the treatment assignment and pretreatment covariates without over-fitting the data, according to previous studies (12, 13). Moreover, the outcome of this model was a categorical variable, with 1 for RP, 2 for EBRT, and 3 for EBRT+BT. The co-variables of the model included race, marital status, age at diagnosis, years of diagnosis, PSA level, clinical T stage, and GS. Then, the mean and maximum standardized bias stopping rules were used to select the iteration that yielded the optimal balance to fit each GBM. The mnps () function in the twang package automated the propensity score and weight estimation process by running the GBM fitting algorithm for many iterations, and selecting the iteration to minimize the user-specified stopping rule. This produced weights from the selected model, and all the steps for all treatment groups were repeated. Moreover, for the standardized bias (absolute standardized mean difference) of each covariate, <0.20 was considered small, 0.40 was considered moderate, and 0.60 was considered large, according to a previous study (14). The estimated treatment effect on survival was analyzed using the Cox proportional regression model, according to previous studies.

In addition, Kaplan-Meier survival analysis was used to evaluate overall survival at 5 year and 10 year of follow-up and log-rank test generated P-values. Multivariate Cox regression was used to estimate the hazard ratios of overall survival between treatment groups with or without inverse propensity score of treatment weights, including the patient marital status, age at diagnosis, year of diagnosis, race, PSA, clinical T stage, and Gleason score in the Cox regression model along with the treatment indicator (therapy). Similarly competing risks regression was used to estimate the hazard ratios of prostate cancer-specific mortality between treatment groups with or without inverse propensity score of treatment weights, including patient marital status, age at diagnosis, year of diagnosis, race, PSA, clinical T stage, and Gleason score in the Fine-Gray model at the same time.

RESULTS

Patients Characteristics

The SEER database had 9,114 prostate cancer patients with a GS of 8–10 and a pre-treatment PSA level of ≤ 10 ng/dL, among which 4,175 (45.8%) received RP, 4,114 (45.1%) received EBRT, and 825 (9.1%) received EBRT + BT with a median follow-up duration of 47 months (interquartile range [IQR], 34–60), 47 months (IQR, 34–60) for RP, 47 months (IQR, 33–60) for EBRT, and 51 months (IQR, 37–62) for EBRT + BT. Furthermore, the median age of patients was 67 years old (IQR, 62–73), 64 years old (IQR, 59–68) for RP, 71 years old (IQR, 66–76) for EBRT, and 68 years old (IQR, 62–73) for EBRT+BT (Table 1; Supplementary Table 1 and Supplementary Figure 1).


Table 1. Clinicopathological features of prostate cancer patients with low PSA levels and high Gleason scores.
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Association of Treatment Options With OS and PCSM of Patients

Treatment options were associated with OS and PCSM of patients and the 3-, 5-, and 10-year OS of patients were as follows: 98.4, 96.8, and 67.5% for RP, respectively; 95.1, 87.3, and 58.0% for EBRT, respectively; 96.7, 92.8, and 61.5% for EBRT+BT, respectively. Furthermore, the 3-, 5-, and 10-year PCSM of patients were as follows: 0.5, 1.4, and 16.3% for RP, respectively; 1.4, 4.8, and 23.7% for EBRT, respectively; 0.8, 2.3, and 6.5% for EBRT+BT, respectively (Figure 2 and Table 2). The multivariate Cox regression analysis after adjusting for the patient's marital status, age at diagnosis, race, PSA level, clinical T stage, and GS revealed that RP was associated with better OS, compared to EBRT or EBRT+BT (adjusted HR [AHR]: 3.36, 95% CI: 2.43–4.64, P < 0.001; AHR: 2.15, 95% CI: 1.32–3.48, P = 0.002; respectively; Table 3). However, in the competitive risk model after adjusting for the patient's marital status, age at diagnosis, race, PSA level, clinical T stage, and GS, no significant difference was found in PCSM for patients treated with RP vs. EBRT + BT (AHR: 1.31, 95% CI: 0.61–2.80, P = 0.485). Moreover, RP was associated with significantly better PCSM, compared to EBRT (AHR: 2.46, 95% CI: 1.45–4.18, P = 0.001; Table 3).


[image: image]

FIGURE 2. Adjusted survival curves for overall survival (A) and prostate cancer-specific mortality (B) by RP, EBRT, and EBRT+BT treatment options after weighting (adjusted curves after stratified by RP, EBRT, and EBRT+BT treatment options were generated by adding marital status, race, age at diagnosis, disease stage, PSA level, and GS into the Cox proportional hazards model or competing risks regression model, respectively).




Table 2. The 3-, 5-, and 10-year overall survival and prostate cancer-specific mortality of patients after RP, EBRT, and EBRT+BT.
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Table 3. Proportional hazards regression model for the association of different treatments with overall survival and prostate cancer-specific mortality.
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Association of Treatment Options With OS and PCSM of Patients Stratified by Age and PSA Level

Treatment options were associated with the OS and PCSM of patients stratified by age and PSA level. The Cox proportional hazards regression and competing risk model after adjusting for the patient's marital status, race, PSA level, clinical T stage, and GS found patients who were ≤70 years old after RP had significantly better OS compared to patients who received EBRT and EBRT+BT (P < 0.05). However, there was no statistical difference in PCSM between RP and EBRT+BT (AHR: 1.63, 95% CI: 0.69–3.86; P = 0.266), and there was no statistical difference in OS for patients who were >70 years old between RP and EBRT+BT (AHR: 1.84, 95% CI: 0.95–3.57, P = 0.071), although patients who were >70 years old and received RP had a significant increase in OS compared with EBRT (P < 0.001; Table 4 and Figure 3). Moreover, there was no statistical difference in PCSM occurring among all three-treatment groups (P > 0.05; Table 4 and Figure 3).


Table 4. Proportional hazards regression model for the association of different treatments with overall survival and prostate cancer-specific mortality stratified by Gleason score, age, and PSA level.
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FIGURE 3. Adjusted survival curves for overall survival (A, age ≤ 70 years old; B, age > 70 years old) and prostate cancer-specific mortality (C, age ≤ 70 years old; D, age > 70 years old) by RP, EBRT, and EBRT+BT treatment options after weighting in age subgroups after weighting (adjusted curves after stratified by RP, EBRT, and EBRT+BT treatment options were generated by adding marital status, race, at diagnosis, disease stage, PSA level, and GS into the Cox proportional hazards model or competing risks regression model, respectively).



In addition, the Cox proportional hazards regression and competing risk model, after adjusting for the patient's marital status, age at diagnosis, race, clinical T stage, and GS, found RP and EBRT+BT did not yield any statistical differences in OS and PCSM for patients with PSA levels of ≤2.5 ng/ml (P > 0.05), but EBRT contributed to worsen the OS and PCSM of patients with a PSA level of ≤2.5 ng/ml compared to patients who received RP (P < 0.05; Table 4 and Figure 4). Furthermore, patients with PSA levels of 2.5–4 ng/ml after RP had significantly better OS compared to patients who received EBRT and EBRT+BT (AHR: 2.89, 95% CI: 1.50–5.55, P = 0.001; AHR: 4.33) 95% CI: 1.26–14.8, P = 0.02; Table 4 and Figure 4). Moreover, there was no statistical significance in PCSM for patients with PSA levels of 2.5–4 ng/ml after RP and EBRT + BT (P > 0.05), and patients with PSA levels of 2.5–4 ng/ml after EBRT had worse PCSM compared to patients who received RP (P < 0.05; Table 4 and Figure 4). Sensitivity analyses showed that prognosis of these three treatments of PSA levels of the 2.5–4 ng/ml group was similar to that of the PSA levels of >4 ng/ml group (Table 4 and Figure 4).
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FIGURE 4. Adjusted survival curves for overall survival (A, PSA ≤ 2.5 ng/ml; B, PSA 2.5–4 ng/ml; C, PSA > 4 ng/ml) and prostate cancer-specific mortality (D, PSA ≤ 2.5 ng/ml; E, PSA 2.5–4 ng/ml; F, PSA > 4 ng/ml) by RP, EBRT, and EBRT+BT treatment options after weighting in PSA level subgroups after weighting (adjusted curves after stratified by RP, EBRT, and EBRT+BT treatment options were generated by adding marital status, race, age at diagnosis, disease stage, and GS into the Cox proportional hazards model or competing risks regression model, respectively).



DISCUSSION

Recently, increasing attention has focused on treatment of high-risk localized prostate cancer, especially for the subgroup of high-risk localized prostate cancer (15, 16). Moreover, detection of PSA levels has been widely used to screen prostate cancer and monitor disease progression, although PSA levels may not always represent the degree of prostate cancer malignancy (17). Prostate cancer with low PSA level, but high disease grade, provides a unique and aggressive entity in clinic, and the risk of patient death has more than doubled, when compared to other high-risk diseases, according to the NCCN (11). Although the treatment of these specific high-risk patients with low PSA levels is important, there have been no reports in literature at present. Thus, in the present study, the survival significance of patients with low PSA level, but with high GS for prostate cancer after RP, EBRT, or EBRT plus BT, was assessed for future guidance on the treatment of these kind of patients in clinic. The present data revealed that patients who received RP had significantly better OS, when compared to patients who received EBRT or EBRT+BT. However, EBRT led to worse OS, although there was no statistical difference in PCSM between RP and EBRT+BT. The present subgroup analysis revealed that there was no statistical significance in OS and PCSM between RP and EBRT+BT in patients with age of >70 years old, or PSA level of ≤2.5 ng/ml. Furthermore, it could be concluded that RP of patients with low PSA level and high GS had better OS, when compared to patients who received either EBRT, or EBRT+BT, and that RP and EBRT+BT led to significantly lower PCSM, when compared to EBRT, suggesting that EBRT+BT might be an alternative option for treating patients with age of >70 years old, or PSA of ≤2.5 ng/ml.

The present data assessed a large cohort of patient samples, and the statistical power was strong, which could minimize significant baseline differences in clinical and demographic variables among these three different treatment options (RP, EBRT, and EBRT+BT) for association with the prognosis. A previous meta-analysis conducted by Wallis et al. revealed that surgery could have reduced the overall and prostate cancer-specific mortality of patients with locally high-risk prostate cancer (18), while Ennis et al. revealed that there was no survival significance in patients with high-risk localized prostate cancer after treatment with RP or EBRT+BT with or without ADT (7). In the present study, the investigators were able to verify the effectiveness of RP in treating high-risk prostate cancer patients. Other studies have reported that EBRT+BT was better in controlling biochemical recurrence and survival, when compared with EBRT (4, 5), and it was further confirmed by the present data that EBRT+BT was associated with longer 10-year cancer specific survival, when compared to RP and EBRT. Prostate cancer-specific mortality is more frequent than other causes, which may explain the improvement in survival of patients after EBRT + BT. Indeed, randomized trials and retrospective studies have reported similar prostate cancer-specific mortality in EBRT + BT and RP (19, 20). The subgroup analysis of this cohort of patients was also conducted. Since patients in the radiotherapy cohort are usually older and have more comorbidities, a subgroup analysis stratified by the age of patients was thereby performed, while a patient age of 70 years old, as one of the optimal cut-points, was detected using the Optimal Binning procedure that discretizes variable age with respect to the guide variable GS that “supervises” the binning process. In addition, it was found that RP still had a better OS in patients who were ≤ 70 years old, when compared with radiotherapy, while EBRT+BT and RP had the same prognosis in patients with >70 years old. A previous study performed by Huang et al. compared the effects of surgery and radiation therapy on the cancer-specific mortality of locally high-grade prostate cancer patients who were <60 years old, and revealed a significant difference in survival between initial surgery and radiation therapy (16). In addition, patients with high-grade (GS 8–10) localized prostate cancer, a PSA of ≤2.5 and 2.5–4 ng/mL was more likely to have cancer-specific death, when compared to PSA levels between 4 and 10 ng/ml (10). In the present study, patients were stratified for PSA levels of 2.5 and 4 as a cutoff value, and it was found that RP and EBRT+BT treatments contributed to the better prognosis of patients with a PSA of ≤2.5 ng/mL. However, treated patients with PSA levels of 2.5–4 and 4–10 ng/ml, who had undergone RP, had significantly increased OS, when compared to those who received EBRT and EBRT+BT. Although, patients after RP and EBRT+BT had no significant difference in PCSM. Furthermore, patients with a high-grade, but low-PSA prostate cancer usually have poor prognosis and poorly differentiated tumors, thereby leading to low sensitivity to traditional ADT (11), and making RP a better choice of treatment.

The primary clinical significance of the present data was the discovery showing that RP was the treatment option for patients with high-grade, but low-PSA, prostate cancer, while EBRT+BT is an alternative option for the treatment of patients with an age of >70 years old, or a PSA level of ≤2.5 ng/ml. However, in the present study, cases of subsequent treatment with RP were excluded. It is possible that RP shows advantages in treating these kind of patients: (1) simple surgically resected tissue specimens are better for assessing the extent of cancer progression, and the follow-up data will guide further treatments, which is similar to RT in improving the survival of patients (21); (2) surgery could also reduce tumor burden for better local control of the disease and improving systemic treatment response (22); (3) The surgical resection of tissue lesions reduces PSA levels more rapidly, thereby improving physiological conditions for better disease-free survival, when compared with RT; (4) surgery leads to less cytotoxic side effects and comorbidities (23, 24).

However, the present study does have some limitations. For example, it is a retrospective study, and even after adjusting for propensity scores, bias may still exist, when compared to treatment modalities and patient baseline characteristics. Furthermore, the SEER database does not provide data on treatment details, such as ADT, duration, radiation dosage, duration, and comorbidities. In addition, the present study lacked a toxicity data for analysis, which is also a shortfall, because RP and EBRT have different toxicity characteristics (25). Therefore, future prospective studies are needed to determine the long-term outcome of these treatments.

CONCLUSION

The present study demonstrated that the treatment of patients with low PSA, but with high-grade prostate cancer, with radical prostatectomy, contributed to the significant increase in OS, when compared with EBRT and EBRT+BT. Whereas, radical prostatectomy and EBRT+BT were associated with significantly lower PCSM, when compared to EBRT. EBRT+BT could be an alternative option in the treatment of patients with an age >70 years old, or PSA levels of ≤2.5 ng/ml.

DATA AVAILABILITY

The raw data supporting the conclusions of this manuscript will be made available by the authors, without undue reservation, to any qualified researcher.

AUTHOR CONTRIBUTIONS

YG and XC: data curation. SM and JZ: formal analysis. BY and XY: funding acquisition and supervision. LW and RW: investigation. AZ and WZ: methodology. XY: project administration and resources. AZ and ZZ: software. YW: validation. BY: visualization. YG: writing—original draft and review and editing.

FUNDING

This work was supported in part by grants from the National Natural Science Foundation of China (#81472389 and #31570993) and Shanghai Science Committee Foundation (#19411967700).

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fonc.2019.00638/full#supplementary-material

REFERENCES

 1. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2018. CA Cancer J Clin. (2018) 68:7–30. doi: 10.3322/caac.21442

 2. Mohler JL, Armstrong AJ, Bahnson RR, D'Amico AV, Davis BJ, Eastham JA, et al. Prostate cancer, version 1 2016. J Natl Compr Canc Netw. (2016) 14:19–30. doi: 10.6004/jnccn.2016.0071

 3. Gillessen S, Attard G, Beer TM, Beltran H, Bossi A, Bristow R, et al. Management of patients with advanced prostate cancer: the Report of the Advanced Prostate Cancer Consensus Conference APCCC 2017. Eur Urol. (2018) 73:178–211. doi: 10.1016/j.eururo.2017.08.010

 4. Morris WJ, Tyldesley S, Rodda S, Halperin R, Pai H, McKenzie M, et al. Androgen suppression combined with elective nodal and dose escalated radiation therapy (the ASCENDE-RT Trial): an analysis of survival endpoints for a randomized trial comparing a low-dose-rate brachytherapy boost to a dose-escalated external beam boost for high- and intermediate-risk prostate cancer. Int J Radiat Oncol Biol Phys. (2017) 98:275–85. doi: 10.1016/j.ijrobp.2016.11.026

 5. Amini A, Jones B, Jackson MW, Yeh N, Waxweiler TV, Maroni P, et al. Survival outcomes of dose-escalated external beam radiotherapy versus combined brachytherapy for intermediate and high risk prostate cancer using the national cancer data base. J Urol. (2016) 195:1453–8. doi: 10.1016/j.juro.2015.11.005

 6. Tewari A, Divine G, Chang P, Shemtov MM, Milowsky M, Nanus D, et al. Long-term survival in men with high grade prostate cancer: a comparison between conservative treatment, radiation therapy and radical prostatectomy–a propensity scoring approach. J Urol. (2007) 177:911–5. doi: 10.1016/j.juro.2006.10.040

 7. Ennis RD, Hu L, Ryemon SN, Lin J, Mazumdar M. Brachytherapy-based radiotherapy and radical prostatectomy are associated with similar survival in high-risk localized prostate cancer. J Clin Oncol. (2018) 36:1192–8. doi: 10.1200/JCO.2017.75.9134

 8. D'Amico A, Whittington R, Malkowicz SB, Schultz D, Blank K, Broderick GA, et al. Biochemical outcome after radical prostatectomy, external beam radiation therapy, or interstitial radiation therapy for clinically localized prostate cancer. JAMA. (1998) 280:969–74. doi: 10.1001/jama.280.11.969

 9. Gupta M, McCauley J, Farkas A, Gudeloglu A, Neuberger MM, Ho YY, et al. Clinical practice guidelines on prostate cancer: a critical appraisal. J Urol. (2015) 193:1153–8. doi: 10.1016/j.juro.2014.10.105

 10. Mahal BA, Aizer AA, Efstathiou JA, Nguyen PL. Association of very low prostate-specific antigen levels with increased cancer-specific death in men with high-grade prostate cancer. Cancer. (2016) 122:78–83. doi: 10.1002/cncr.29691

 11. Mahal B, Yang DD, Wang NQ, Alshalalfa M, Davicioni E, Choeurng V, et al. Clinical and genomic characterization of low-prostate-specific antigen, high-grade prostate cancer. Eur Urol. (2018) 74:146–54. doi: 10.1016/j.eururo.2018.01.043

 12. McCaffrey DF, Griffin BA, Almirall D, Slaughter ME, Ramchand R, Burgette LF. A tutorial on propensity score estimation for multiple treatments using generalized boosted models. Stat Med. (2013) 32:3388–414. doi: 10.1002/sim.5753

 13. McCaffrey DF, Ridgeway G, Morral AR. Propensity score estimation with boosted regression for evaluating causal effects in observational studies. Psychol Methods. (2004) 9:403–25. doi: 10.1037/1082-989X.9.4.403

 14. Lachenbruch PA, Cohen J. Statistical power analysis for the behavioral sciences (2nd ed). J Am Stat Assoc. (1989). 84:1096. doi: 10.2307/2290095

 15. Kishan AU, Cook RR, Ciezki JP, Ross AE, Pomerantz MM, Nguyen PL, et al. Radical prostatectomy, external beam radiotherapy, or external beam radiotherapy with brachytherapy boost and disease progression and mortality in patients with gleason score 9–10 prostate cancer. JAMA. (2018) 319:896–905. doi: 10.1001/jama.2018.0587

 16. Huang H, Muscatelli S, Naslund M, Badiyan SN, Kaiser A, Siddiqui MM, et al. Evaluation of cancer-specific mortality with surgery versus radiation as primary therapy for localized high-grade prostate cancer in men younger than 60 years old. J Urol. (2018) 201:120–8. doi: 10.1016/j.juro.2018.07.049

 17. Ilic D, Djulbegovic M, Jung JH, Hwang EC, Zhou Q, Cleves A, et al. Prostate cancer screening with prostate-specific antigen (PSA) test: a systematic review and meta-analysis. BMJ. (2018) 362:k3519. doi: 10.1136/bmj.k3519

 18. Wallis C, Saskin R, Choo R, Herschorn S, Kodama RT, Satkunasivam R, et al. Surgery versus radiotherapy for clinically-localized prostate cancer: a systematic review and meta-analysis. Eur Urol. (2016) 70:21–30. doi: 10.1016/j.eururo.2015.11.010

 19. Lennernäs B, Majumder K, Damber JE, Albertsson P, Holmberg E, Brandberg Y, et al. Radical prostatectomy versus high-dose irradiation in localized/locally advanced prostate cancer: A Swedish multicenter randomized trial with patient-reported outcomes. Acta Oncol. (2015) 54:875–81. doi: 10.3109/0284186X.2014.974827

 20. Westover K, Chen MH, Moul J, Robertson C, Polascik T, Dosoretz D, et al. Radical prostatectomy vs radiation therapy and androgen-suppression therapy in high-risk prostate cancer. BJU Int. (2012) 110:1116–21. doi: 10.1111/j.1464-410X.2012.11012.x

 21. Thompson IM, Tangen CM, Paradelo J, Lucia MS, Miller G, Troyer D, et al. Adjuvant radiotherapy for pathological T3N0M0 prostate cancer significantly reduces risk of metastases and improves survival: long-term followup of a randomized clinical trial. J Urol. (2009) 181:956–62. doi: 10.1016/j.juro.2008.11.032

 22. Predina JD, Kapoor V, Judy BF, Cheng G, Fridlender ZG, Albelda SM, et al. Cytoreduction surgery reduces systemic myeloid suppressor cell populations and restores intratumoral immunotherapy effectiveness. J Hematol Oncol. (2012) 5:34. doi: 10.1186/1756-8722-5-34

 23. Chen RC, Basak R, Meyer AM, Kuo TM, Carpenter WR, Agans RP, et al. Association between choice of radical prostatectomy, external beam radiotherapy, brachytherapy, or active surveillance and patient-reported quality of life among men with localized prostate cancer. JAMA. (2017) 317:1141–50. doi: 10.1001/jama.2017.1652

 24. Donovan JL, Hamdy FC, Lane JA, Mason M, Metcalfe C, Walsh E, et al. Patient-reported outcomes after monitoring, surgery, or radiotherapy for prostate cancer. N Engl J Med. (2016) 375:1425–37. doi: 10.1056/NEJMoa1606221

 25. Barocas D, Alvarez J, Resnick MJ, Koyama T, Hoffman KE, Tyson MD, et al. Association between radiation therapy, surgery, or observation for localized prostate cancer and patient-reported outcomes after 3 years. JAMA. (2017) 317:1126–40. doi: 10.1001/jama.2017.1704

Conflict of Interest Statement: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2019 Guo, Mao, Zhang, Zhang, Wang, Wang, Zhang, Zhang, Wu, Cao, Yang and Yao. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fonc-09-00638-t001.jpg
Clinical Unweighted, n (%) P-value
characteristics
RP EBRT EBRT+BT EBRT EBRT+BT EBRT+BT
(n = 4,175) (n=4,114) (n = 825) vs. RP vs. RP vs. EBRT
Age at diagnosis <0.001 <0.001 <0.001
Mean (median) 63.7 (64.0) 706 (71.0) 67.3(68.0)
Irange], year 59.0-68.0) 66.0-76.0) 62.0-73.0)
PSA level <0.001 <0.001 >0.999
Mean (median) 59(.7) 63(63) 63(6.1)
[range], ng/mL. [4.6-7.2) [4.8-7.9] (49-7.8)
Marital status <0001 <0.001 0228
Married 3,176 (76.1) 2,747 (66.8) 577 (70.0)
Divorced/widowed 405 9.8) 623 (15.1) 99(12.0)
Singled 376 2.0) 333 (8.1) 74(9.0
Unknown 218(5.2) 411 (10.0) 759.1)
Race <0001 <0.001 0001
White 3,298 (79.0) 3,189 (77.5) 595 (72.1)
Black 524 (12.6) 600 (14.6) 161 (19.5)
Other 309 (7.4) 233(5.7) 58(7.0
Unknown 44.(1.1) 92 (2.2) 11(1.9)
AJCC T stage <0001 <0.001 0012
T 19(05) 2,241 (54.5) 500 (60.6)
T2 2,608 (62.5) 1,612 (39.2) 278(33.7)
3 1,448 (34.7) 228(5.5) 45(5.5)
T4 100 (2.4) 33(0.8) 2(02)
Gleason score <0001 >099 0003
8 2,998 (718) 2,601 (63.2) 573 (69.5)
9 1,116 (26.7) 1,380 (33.5) 238 (28.8)
10 61(1.5) 133 (32) 14(1.7)

RR, radical prostatectomy; EBRT, external beam radiotherapy; EBRT+BT, external beam radiotherapy with brachytherapy boost; PSA, prostate-specific antigen.
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Covariate® Cox proportional hazards regression overall survival Competing risk regression prostate cancer-specific mortality
Unweighted Weighted Unweighted Weighted

Survival, HR (95% CI)  P-value Survival, HR (95% Cl) P-value Survival, SHR (95% CI) P-value Survival, SHR (95% Cl)  P-value

RP 1 (Reference) 1 (Reference) 1 (Reference) 1 (Reference)
EBRT 329 (2.56-4.19) <0001 3.36 (2.43-4.64) <0001 2.77 (1.91-3.40) <0001 2.46 (1.45-4.18) 0.001
EBRT+BT 203 (1.44-2.88) <0001 215 (1.32-3.48) 0,002 1.76 (0.98-3.14) 0,057 1.31 (0.61-2.80) 0.485

aThe multivariate Cox regression and competing risk regression derived-hazard ratios are adjusted for age at diagnosis, marital status, race, Gleason score, disease stage, and PSA level.
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EBRT 3.10 (2.21-4.34)
EBRT+BT  1.90(1.15-3.14)
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RP 1 (Reference)
EBRT 3.17 (2.17-4.63)
EBRT+BT  1.86(1.10-3.13)

PPSA < 2.5 ng/ml
RP 1 (Reference)
EBRT 2.28(0.84-6.21)
EBRT+BT  0.71(0.76-6.68)

bPSA2.5-4 ng/ml
RP 1 (Reference)
EBRT 291 (1.46-5.80)
EBRT+BT  2.49(0.89-6.96)

bPSA > 4 ng/ml
RP 1 (Reference)
EBRT 3.70 (2.62-5.43)
EBRT+BT  2.00(1.21-3.30)

P-value

<0.001
0.012

<0.001
0.02

0.106
0.765

0.002
0.081

<0.001
0.007

Cox proportional hazards regression overall survival

Weighted

Survival, HR (95% Cl)

1 (Reference)
3.65 (2.58-5.16)
2.35 (1.24-4.45)

1 (Reference)
3.07 (1.82-5.17)
1,84 (0.95-3.57)

1 (Reference)
4.00(1.44-11.13)
058 (0.09-3.61)

1 (Reference)
289 (1.50-5.55)
4.33(1.26-14.8)

1 (Reference)
3.48 (2.40-5.06)
2,02 (1.22-3.35)

Unweighted

P-value  Survival, SHR (95% CI)

1 (Reference)
<0001 3.15 (1.87-5.31)
0.009 1.65(0.70-3.90)
1 (Reference)
<0.001 2.29(1.31-3.99)
0071 1.04 (0.42-2.59)
1 (Reference)
0.008 245 (0.71-8.42)
0556 1.01(0.18-5.53)
1 (Reference)
0.001 4.94(1.76-13.86)
002 456 (0.92-22.58)
1 (Reference)
<0001 2.65 (1.74-4.04)
0.007 1.63(0.84-3.15)

P-value

<0.001
025

0.004
0.934

0.154
0.993

0.002
0.063

<0.001
0.14

Weighted

Survival, SHR (95% CI)

1 (Reference)
3.12(1.87-5.18)
1.63 (0.69-3.86)

1 (Reference)
1.94 (0.87-4.32)
0.98 (0.30-3.15)

1 (Reference)
5.13 (1.34-19.65)
127 (0.25-6.59)

1 (Reference)
9.94 (1.51-65.50)
7.29 (0.68-92.09)

1 (Reference)
2.19(1.21-3.97)
122 (051-2.89)

#The multivariate Cox regression and competing risk regression derived-hazard ratios are adjusted for marital status, race, Gleason score, disease stage, and PSA fevel,
bThe multivariate Cox regression and competing risk regression derived-hazard ratios are adjusted for age at diagnosis, marital status, race, Gleason score, and disease stage.
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