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12Department of Radiation Oncology, Chungnam National University College of Medicine, Daejeon, KoreaCorrespondence: Kwan Ho Cho, MD Proton Therapy Center, Research Institute and Hospital, National Cancer Center, 323 Ilsan-ro, Ilsandong-gu, Goyang 10408, Korea Tel: 82-31-920-1720 Fax: 82-31-920-0149 E-mail: kwancho@ncc.re.krreceived : 2019 March 26, accepted : 2019 June 21.Copyright © 2020 by the Korean Cancer AssociationThis is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/licenses/by-nc/4.0/) which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited.AbstractPurposeThe purpose of this study was to investigate the clinical outcomes of postoperative radiotherapy (PORT) patients who underwent radical prostatectomy for localized prostate cancer.Materials and MethodsLocalized prostate cancer patients who received PORT after radical prostatectomy between 2001 and 2012 were identified retrospectively in a multi-institutional database. In total, 1,117 patients in 19 institutions were included. Biochemical failure after PORT was defined as prostate-specific antigen (PSA) ≥ nadir+2 after PORT or initiation of androgen deprivation therapy (ADT) for increasing PSA regardless of its value.ResultsTen-year biochemical failure-free survival, clinical failure-free survival, distant metastasis-free survival, overall survival (OS), and cause-specific survival were 60.5%, 76.2%, 84.4%, 91.1%, and 96.6%, respectively, at a median of 84 months after PORT. Pre-PORT PSA ≤ 0.5 ng/ml and Gleason’s score ≤ 7 predicted favorable clinical outcomes, with 10-year OS rates of 92.5% and 94.1%, respectively. The 10-year OS rate was 82.7% for patients with a PSA > 1.0 ng/mL and 86.0% for patients with a Gleason score of 8-10. The addition of long-term ADT (≥ 12 months) to PORT improved OS, particularly in those with a Gleason score of 8-10 or ≥ T3b.ConclusionClinical outcomes of PORT in a Korean prostate cancer population were very similar to those in Western countries. Lower Gleason score and serum PSA level at the time of PORT were significantly associated with favorable outcomes. Addition of long-term ADT (≥ 12 months) to PORT should be considered, particularly in unfavorable risk patients with Gleason scores of 8-10 or ≥ T3b.Keywords: Prostatic neoplasms; Prostatectomy; Radiotherapy; Prostate-specific antigenIntroductionRadical prostatectomy (RP) is frequently recommended as curative treatment for patients with localized prostate cancer. Although RP provides excellent cancer control, approximately one-third of patients experience recurrence during long-term follow-up [1]. An increase of serum prostate-specific antigen (PSA) > 0.2 ng/mL, termed biochemical recurrence, is usually the initial sign ofrecurrence. If left untreated, 65% of those patients will develop overt clinical failure and/or metastases and the majority will die from prostate cancer [2]. Postoperative radiotherapy (PORT), the only potentially curative treatment for such patients, sterilizes microscopic diseases around the surgical bed. As a salvage treatment for biochemical failure after RP, PORT significantly reduces the risk of disease progression by diminishing the incidence of distant metastasis and overall mortality [3,4]. In addition, adjuvant PORT, even before biochemical failure after RP, has a proven clinical benefit for patients with unfavorable features, such as positive surgical margins, extracapsular extension, or involvement of the seminal vesicles [5,6].Nevertheless, long-term outcome data after PORT in patients who undergo RP are still limited and the natural history of those men is not fully understood. In addition, the optimal management of PORT in men with prostate cancer is still under investigation. Only a few analyses about the delivery of PORT, for example regarding the timing of radiotherapy (RT), total dose, field size, or a combination of other treatments, have been performed. There is a lack of consensus on the definition of biochemical failure after PORT, so most studies have had to use their own definition to evaluate the clinical endpoint. Due to the long interval before prostate cancer shows clinically evident recurrence after biochemical failure [7], longer follow-up periods with larger sample sizes would be appropriate for clinical assessments. In addition, most previous studies were based on data from Western countries, and clinical data after PORT in the Korean population are very limited. The Korean Radiation Oncology Group (KROG) 18-01 protocol was designed to evaluate clinical outcomes, including biochemical failure-free survival (BCFFS), clinical failure-free survival (CFFS), distant metastasis-free survival (DMFS), overall survival (OS), and cancer-specific survival (CSS) after PORT as a multi-institutional retrospective study. Prognostic variables predicting outcomes and long-term toxicity associated with PORT were also assessed.Materials and Methods1. Patient populationsThis study included patients who were treated with PORT from January 2001 to December 2012 at 19 KROG member institutions. Inclusion criteria were patients who received PORT either adjuvant or salvage after RP for histologically confirmed localized adenocarcinoma of the prostate, and who completed the entire PORT schedule until December 2012. Patients who had evidence of distant metastases, prior pelvic radiation or prostate brachytherapy, previous or concurrent cytotoxic chemotherapy for prostate cancer, insufficient follow-up after PORT (< 12 months), or a history of another malignancy were excluded. We identified 1,117 patients with prostate cancer, drawn from 19 institutions, who met the study inclusion criteria. The patients were followed up through June 2018. The routine postoperative follow-up generally included a digital rectal examination and serum PSA measurements every 3 months during the first 2 years, every 6 months over the next 3 years, and annually thereafter.2. TreatmentsAll patients underwent RP. The most common type of RP was retropubic RP (n=575), followed by robotic-assisted RP (n=365), transperineal RP (n=104), and laparoscopic RP (n=73). When PORT was given, radiation was delivered to the prostate bed only (n=456), and in addition to the seminal vesicular bed (n=226), true pelvis (including regional lymph nodes) (n=18), whole pelvis (including common iliac lymph nodes) (n=414), and whole pelvis plus para-aortic area (n=3). The dose fractionation scheme consisted of conventional fractionation (n=842), hypofractionation (n=274), and mixed conventional and hypofractionation (n=1). To adjust for different dose fractionation, the total equivalent dose was calculated in 2 Gy fractions for prostate cancer (α/β ratio=2.0). A median RT dose of 66.7 Gy (interquartile range [IQR], 64.6 to 70.0) was delivered to the clinical target volume (CTV). The RT techniques used at each institution were three-dimensional (3D)-conformal RT (n=568), intensity-modulated RT (n=530), two-dimensional-RT (n=7), proton beam therapy (n=5) and a combination of 3D-conformal RT and intensity-modulated RT (n=7). Androgen deprivation therapy (ADT) was administered before the PORT referral (n=106) or concurrently with PORT (n=579). Adjuvant PORT was defined as PORT given when PSA < 0.2 ng/mL within 1 year from RP, and with no history of ADT. Salvage PORT was defined as PORT given for biochemical or clinical failure after PORT.3. Statistical analysisTime to recurrence and follow-up were calculated from the first day of PORT. Biochemical failure after PORT was defined as serum PSA level ≥ nadir+2.0 ng/mL or the initiation of salvage ADT regardless of the PSA value, based on the result of a pooled analysis conducted using the Radiation Therapy Oncology Group (RTOG) 0534 protocol [8]. Distant metastasis was defined as radiographic or histological evidence of prostate cancer involving distant organs or non-regional lymph nodes. Clinical failure referred to any type of disease progression, including local failure, regional failure, and distant metastasis diagnosed by radiological or histological examinations. OS was defined as the interval between the first day of PORT and the date of death due to any cause. CSS was defined as the interval between the first day of PORT and the date of death from progressive prostate cancer or treatment complications. The curves for BCFFS, CFFS, DMFS, OS, and CSS were constructed using the Kaplan-Meier method and compared in univariate analysis using the log-rank test. A Cox proportional hazards model was used for the multivariate analysis. The variables included for predicting outcomes were: initial preoperative PSA (≤ 20 ng/mL vs. > 20 ng/mL), Gleason score (2-7 vs. 8-10), pathologic T category (T2 vs. T3a vs. ≥ T3b), resection margin status (negative vs. positive), pre-PORT PSA level (≤ 0.5 ng/mL vs. > 0.5-1.0 ng/mL vs. > 1.0 ng/mL), treatment aim (adjuvant vs. salvage), total RT dose (< 70 Gy vs. ≥ 70 Gy), RT volume (surgical bed vs. surgical bed+regional lymphatic area), and concurrent ADT (none vs. short-term vs. long-term). Initial PSA levels were divided into ≤ 20 ng/mL and > 20 ng/mL based on the PSA cutoff value for the high-risk group stratification [9]. Total RT dose was divided into < 70 Gy and ≥ 70 Gy, with reference to another dose escalation study [10]. The efficacy of elective nodal irradiation was assessed for patients with pN0-Nx disease. Patients who had a history of ADT use longer than 6 months before PORT were excluded from the assessment regarding concurrent ADT. Concurrent ADT included ADT given within the period from 6 months before PORT to any time after PORT as the (neo)adjuvant, but not as salvage for biochemical failure after PORT. Short- and long-term ADT referred to courses < 12 and ≥ 12 months, respectively. p-values of < 0.05 were considered significant. The hazard ratio and corresponding 95% confidence intervals were calculated using the Cox proportional hazards model in subgroup analysis of the association of long-term ADT with OS. The chi-square test was used to compare differences in the baseline characteristics between two groups. Radiation-related toxicity was evaluated according to the RTOG radiation toxicity criteria. Statistical analyses were carried out using STATA software (ver. 9.0, Stata Corp., College Station, TX).4. Ethical statementKROG 18-01 was approved by the institutional review boards of each participating hospital and performed in accordance with the ethical principles of the Declaration of Helsinki and the International Conference on Harmonization guideline E6: Good Clinical Practice. Written informed consent was waived due to retrospective nature of the study.ResultsThe patient characteristics are summarized in Table 1. The median age at diagnosis and at PORT was 66 years (IQR, 61 to 70 years) and 67 years (IQR, 62 to 72 years), respectively. A total of 433 patients (38.7%) had a Gleason score of 8-10 in the pathologic specimen and 777 patients (69.6%) were of pathologic stage T3-4. Most patients had negative lymph nodes, except 60 patients who had N1 disease (5.4%). Sixty-three patients (5.6%) presented with local recurrence after RP at the time of referral for PORT. The median initial PSA (preoperative) and pre-PORT PSA were 12.4 ng/mL (IQR, 7.5 to 23.9 ng/mL) and 0.30 ng/mL (IQR, 0.06 to 0.64 ng/mL), respectively. The median interval from surgery to initiating PORT was 11.5 months (IQR, 4.5 to 27.6 months). Escalated dose RT (≥ 70 Gy) and elective nodal irradiation were delivered to 38% and 39% of all patients, respectively. ADT given for longer than the 6-month period before PORT referral (pre-PORT ADT) was identified in approximately 10% of patients (n=106). Concurrent ADT was administered to 42% of patients (n=473): short-term in 16% (n=178) and long-term in 26% (n=295). ADT was not given to 538 patients (48%).Table 1. Patient characteristicsVariableNo. (%) (n=1,117)Age at PORT (yr) ≤ 67575 (51) > 67542 (49)Initial PSA level (ng/mL) ≤ 20791 (71) > 20326 (29)Gleason score 2-685 (8) 7596 (53) 8-10433 (39)pT category T2335 (30) T3a422 (38) ≥ T3b355 (32)pN category N0-Nx1,051 (94) N165 (6)Resection margin Negative379 (34) Positive725 (66)PSA level at PORT (ng/mL) < 0.2415 (37) 0.2 to < 0.5346 (31) 0.5 to < 1.0192 (17) ≥ 1.0164 (15)Treatment setting Adjuvant81 (7) Salvage1,036 (93)Total dose, EQD2 < 64245 (22) 64-67322 (29) ≥ 67 to < 70122 (11) ≥ 70425 (38)RT volumea) Surgical bed only670 (64) Including regional lymphatic381 (36)ADT Pre-PORTb)  No1,011 (91)  Yes106 (9) Concurrent ADTc)  No538 (48)  Short-term (< 12 mo)178 (16)  Long-term (≥ 12 mo)295 (26)PORT, postoperative radiotherapy; PSA, prostate-specific antigen; EQD2, equivalent dose in 2 Gy fractions; RT, radiotherapy; ADT, androgen deprivation therapy.a)Patients with N(+) were excluded,b)A history of ADT use longer than 6 months before PORT including perioperative ADT,c)ADT given within 6 months before PORT to any time after PORT as the (neo)adjuvant, therapy but not as salvage therapy for biochemical failure after PORT.The median follow-up duration was 84 months (IQR, 67 to 108 months) from the first day of PORT and 103 months (IQR, 79 to 130 months) from RP. Overall, the estimated 10-year BCFFS, CFFS, DMFS, OS, and CSS were 60.5%, 76.2%, 84.4%, 91.1%, and 96.6%, respectively (Fig. 1). A total of 343 patients (31%) experienced biochemical failure and 186 patients (17%) developed clinical failure. Clinical failure was seen in 100 patients with loco-regional failure and 128 patients with distant metastasis (42 patients had both types of recurrence). Sixty-nine men (6.1%) died during the observation period and 25 (2.2%) died due to progression of prostate cancer. The Kaplan-Meier curves for BCFFS, DMFS, CFFS, OS, and CSS were generated according to the pre-PORT PSA level for four groups (< 0.2 vs. 0.2-0.5 vs. 0.5-1.0 vs. ≥ 1.0). As shown in Fig. 2A, higher pre-PORT PSA level showed unfavorable results in all five endpoints (p < 0.05). The pre-PORT PSA < 0.2 and 0.2-0.5 groups showed no significant differences in BCFFS, DMFS, CFFS, OS, or CSS; hence, we combined them into one group with pre-PORT PSA < 0.5 for the prognostic factor analysis. Additionally, Kaplan-Meier curves were generated for BCFFS, DMFS, CFFS, OS, and CSS in three groups classified according to the Gleason score (2-6 vs. 7 vs. 8-10). As shown in Fig. 2B, the results showed that a higher Gleason score was associated with unfavorable outcomes in all five endpoints (p < 0.05). Due to the small number of patients with Gleason scores of 2-6, they were combined with those with a Gleason score ≤ 7 for the prognostic factor analysis.[image: Fig. 1.]Fig. 1. Kaplan-Meier estimates of biochemical failure-free survival (BCFFS), clinical failure-free survival (CFFS), distant metastasis-free survival (DMFS), overall survival (OS) and cancer-specific survival (CSS) of all patients.[image: Fig. 2.]Fig. 2. Kaplan-Meier estimates of biochemical failure-free survival (BCFFS), clinical failure-free survival (CFFS), distant metastasis-free survival (DMFS), overall survival (OS), and cancer-specific survival (CSS) according to pre-postoperative radiotherapy prostate-specific antigen (PSA) level (A) and Gleason score (B). RT, radiation treatment.The results of the univariate analysis of prognostic factors are shown in Table 2. Among variables related to conditions before the PORT referral, higher Gleason score, advanced pathological T category, and higher pre-PORT PSA level were significant predictors of unfavorable clinical outcomes on all five clinical endpoints, including BCFFS, CFFS, DMFS, OS, and CSS. Initial PSA level and resection margin status were not associated with any clinical endpoints. Adjuvant PORT showed significantly better BCFFS and CFFS than salvage PORT. An escalated RT dose was significantly associated with an improved BCFFS, but not with any other endpoint. Elective nodal irradiation was associated with worse CFFS and DMFS compared to surgical bed-only RT in pN0-Nx patients (n=1,051). The use of concurrent ADT, particularly long-term, was associated with improved BCFFS, CFFS, and OS.Table 2. Univariate analysis of prognostic factors of BCFFS, CFFS, DMFS, OS, and CSSVariableNo.BCFFSa)CFFSDMFSOSCSS10-Yearp-valueb)10-Yearp-value10-Yearp-value10-Yearp-value10-Yearp-valueInitial PSA (ng/mL) ≤ 2079161.10.21477.30.58285.50.22790.90.89196.50.691 > 2032657.373.581.391.397.1Gleason score ≤ 768167.9< 0.00182.3< 0.00188.8< 0.00194.10.00198.8< 0.001 8-1043346.966.777.586.093.0pT category pT234471.6< 0.00184.0< 0.00189.0< 0.00191.8< 0.00197.70.026 pT3a42261.479.989.096.298.3 ≥ pT3b35547.665.475.385.194.2Resection margin Negative37959.70.20075.20.68983.80.91990.30.60496.10.639 Positive72560.276.784.791.697.1PSA before PORT (ng/mL) 0 to < 0.576166.0< 0.00181.2< 0.00187.6< 0.00192.50.00397.7< 0.001 0.5 to < 1.019259.071.087.092.697.9 ≥ 1.016435.959.066.382.789.9Treatment aim Salvage1,03659.70.01375.50.03583.90.09490.50.05396.70.150 Adjuvant8171.186.090.998.0N/ATotal dose, EQD2 (Gy) < 7069255.80.00476.00.86682.70.05190.30.48696.70.713 ≥ 7042567.676.086.392.396.5RT field Surgical bed67061.50.14981.10.01290.3< 0.00191.30.55697.10.286 Regional38161.071.476.491.396.0Concurrent ADT No53852.4< 0.00173.50.02286.20.36890.20.03096.20.215 Short-term17860.878.281.787.896.4 Long-term29575.886.688.997.099.0BCFFS, biochemical failure-free survival; CFFS, clinical failure-free survival; DMFS, distant metastasis-free survival; OS, overall survival; CSS, cancer-specific survival; PSA, prostate-specific antigen; PORT, postoperative radiotherapy; EQD2, equivalent dose in 2 Gy fractions; RT, radiation treatment; ADT, androgen deprivation therapy.a)Biochemical progression was defined as PSA > nadir+2 or initiation of salvage ADT after PORT,b)Log-rank test.The results of the multivariate analysis for prognostic factors are summarized in Table 3. The most important determinants of an increased risk of biochemical failure were Gleason score 8-10, pT3a and ≥ pT3b, and pre-PORT PSA 0.5 to < 1.0 and ≥ 1.0. Adjuvant PORT, escalated RT dose, and concurrent short- and long-term ADT were associated with improved BCFFS. In terms of CFFS, Gleason score 8-10, ≥ pT3b, and pre-PORT PSA 0.5 to < 1.0 and ≥ 1.0 were significantly related to increased risk of clinical failure. On the other hand, concurrent long-term ADT was associated with a decreased risk. Regarding DMFS, Gleason score 8-10, ≥ pT3b, and pre-PORT PSA ≥ 1.0 were associated with a poor outcome of DMFS. In both OS and CSS, patients who had a Gleason score of 8-10 or pre-PORT PSA ≥ 1.0 had a significantly higher risk of death after treatment. In contrast, combined long-term ADT was related to an increased OS. We conducted subgroup analyses according to Gleason score, pre-PORT PSA level, and pathological T category to further analyze survival improvements due to concurrent long-term ADT with PORT (Fig. 3). Patients who had a history of prePORT ADT and pathological N(+) were excluded from this analysis. As shown in Fig. 3, the effect of concurrent long-term ADT on OS was most pronounced in the unfavorable subgroups, including Gleason score 8-10 and pathology ≥ T3b.Table 3. Multivariate analysis of prognostic factors of BCFFS, CFFS, DMFS, OS, and CSSVariableBCFFSa)CFFSDMFSOSCSSHR (95% CI)p-valueb)HR (95% CI)p-valueHR (95% CI)p-valueHR (95% CI)p-valueHR (95% CI)p-valueInitial PSA (ng/mL) ≤ 20ReferenceReferenceReferenceReferenceReference > 200.89 (0.67-1.19)0.4480.73 (0.49-1.09)0.1290.64 (0.40-1.04)0.0740.70 (0.37-1.33)0.2780.61 (0.21-1.76)0.361Gleason score ≤ 7ReferenceReferenceReferenceReferenceReference 8-101.80 (1.40-2.31)< 0.0011.87 (1.32-2.66)< 0.0012.27 (1.46-3.53)< 0.0012.12 (1.21-3.71)0.0084.90 (1.66-14.40)0.004pT category pT2ReferenceReferenceReferenceReferenceReference pT3a1.41 (1.03-1.93)0.0321.20 (0.75-1.91)0.4361.18 (0.64-2.14)0.5860.49 (0.23-1.06)0.0730.66 (0.14-3.07)0.599 ≥ pT3b2.33 (1.67-3.25)< 0.0012.78 (1.75-4.40)< 0.0012.34 (1.31-4.18)0.0041.57 (0.82-3.03)0.1713.06 (0.89-10.46)0.074Resection margin NegativeReferenceReferenceReferenceReferenceReference Positive0.84 (0.65-1.08)0.1880.90 (0.63-1.29)0.5731.02 (0.65-1.61)0.9170.88 (0.50-1.54)0.6650.88 (0.33-2.36)0.811PSA before PORT (ng/mL) 0 to < 0.5ReferenceReferenceReferenceReferenceReference 0.5 to < 1.01.51 (1.10-2.05)0.0091.71 (1.12-2.60)0.0121.74 (1.00-3.04)0.0501.28 (0.62-2.62)0.4911.40 (0.35-5.51)0.623 ≥ 1.02.91 (2.15-3.94)< 0.0012.30 (1.49-3.54)< 0.0013.14 (1.89-5.20)< 0.0011.98 (1.03-3.78)0.0394.33 (1.50-12.49)0.007Treatment aim SalvageReferenceReferenceReferenceReferenceReference Adjuvant0.44 (0.25-0.76)0.0030.49 (0.22-1.08)0.0780.66 (0.54-1.33)0.3960.15 (0.02-1.17)0.071N/A0.977Total dose, EQD2 (Gy) < 70ReferenceReferenceReferenceReferenceReference ≥ 700.76 (0.59-0.98)0.0381.15 (0.81-1.62)0.4280.85 (0.54-1.33)0.4890.73 (0.41-1.31)0.2951.06 (0.41-2.73)0.889RT field Surgical bedReferenceReferenceReferenceReferenceReference Regional0.81 (0.62-1.05)0.1241.02 (0.70-1.47)0.9121.52 (0.97-2.37)0.0630.95 (0.53-1.72)0.8880.80 (0.29-2.21)0.681Concurrent ADT NoReferenceReferenceReferenceReferenceReference Short-term0.71 (0.52-0.97)0.0330.73 (0.47-1.14)0.1691.21 (0.72-2.04)0.4661.03 (0.54-1.95)0.9190.95 (0.32-2.83)0.933 Long-term0.25 (0.17-0.36)< 0.0010.36 (0.22-0.60)< 0.0010.66 (0.37-1.17)0.1630.21 (0.07-0.61)0.0040.14 (0.01-1.14)0.067BCFFS, biochemical failure-free survival; CFFS, clinical failure-free survival; DMFS, distant metastasis-free survival; OS, overall survival; CSS, cancer-specific survival; PSA, prostate-specific antigen; PORT, postoperative radiotherapy; EQD2, equivalent dose in 2 Gy fractions; RT, radiation treatment; ADT, androgen deprivation therapy.a)Biochemical progression was defined as PSA > nadir+2 or initiation of salvage ADT after PORT,b)Cox proportional hazards model.[image: Fig. 3.]Fig. 3. Effect of long-term androgen deprivation therapy (ADT) on overall survival in patients receiving postoperative radiotherapy (PORT). HR, hazard ratio; CI, confidence interval; PSA, prostate-specific antigen.In general, long-term radiation-related toxicity was acceptable during the observation period (Table 4). In total, 145 patients (13%) experienced grade II genitourinary toxicity, and 44 patients (4%) developed grade III genitourinary toxicity, mostly gross hematuria requiring intervention. Forty-eight patients (4%) reported grade II gastrointestinal toxicity, and nine patients (1%) had grade III gastrointestinal toxicity with rectal bleeding requiring endoscopic coagulation. Concerning the interval from PORT to severe adverse events (≥ grade III), a much longer time was taken for genitourinary toxicity to manifest (51.9 months) than gastrointestinal toxicity by PORT (10.7 months).Table 4. The most severe types of radiation-related toxicity observed during follow-upGrade 1Grade 2Grade 3TotalGenitourinary No. of patients (%)171 (15)145 (13)44 (4)352 (32) Median interval from PORT (mo)1.327.551.98.2Gastrointestinal No. of patients (%)182 (16)48 (4)9 (1)241 (22) Median interval from PORT (mo)2.31.310.71.3Evaluated by Radiation Therapy Oncology Group toxicity criteria. PORT, postoperative radiotherapy.DiscussionThis study analyzed the long-term outcomes of PORT in Korean patients with prostate cancer who underwent RP. The estimated 10-year OS and CSS rates were 91% and 97%, respectively, and were comparable to or higher than those reported for western countries. Previous large retrospective series reported 10-year OS rates of 77%-89% and 10-year CSS rates of 82%-90% after PORT [3,11], including patients with relatively poor prognoses who had median pre-PORT PSA levels of 0.6-0.7 ng/mL compared to a median of 0.3 ng/mL in the present study. Approximately 60% of patients remained free of biochemical failure at 10 years after PORT. The efficacy of PORT was quite impressive, as most patients had already experienced a biochemical failure before PORT. Because KROG 18-01 adopted the definition of biochemical failure used for definitive RT cases, such as the Phoenix definition [8] of a serum PSA level ≥ nadir+2.0 ng/mL, BCFFS may be higher than in other studies in which a lower PSA cutoff value was used for biochemical failure [12]. The BCFFS rates according to various definitions of biochemical failure are illustrated in Fig. 4. As shown, the 10-year BCFFS rate increased with a higher PSA cutoff value. However, when we considered initiation of ADT before PSA had reached the nadir+2.0 ng/mL as biochemical failure (BCF definition #5), the 10-year BCFFS rate was similar to that of BCF definition #1 (60.5% vs. 57.8%, respectively). The optimal biochemical failure cutoff for predicting the ultimate survival outcome remains controversial and will be a topic for further research.[image: Fig. 4.]Fig. 4. Biochemical failure (BCF)–free survival (BCFFS) rates according to the biochemical failure definition. PSA, prostate-specific antigen; ADT, androgen deprivation therapy.In the prognostic factor analysis, a lower Gleason score and the use of PORT at a lower PSA level were strongly associated with a favorable outcome on all endpoints. The survival disadvantage related to higher pre-PORT PSA level was only seen when the value was ≥ 1.0 ng/mL. A pre-PORT PSA level of 0.5-1.0 ng/mL was a significant predictor of poor BCFFS, CFFS, and DMFS outcomes, but was not predictive of OS or CSS. Stephenson et al. [12] conducted a multi-institutional cohort study with 1,540 patients to assess the prognostic determinants after PORT with a median follow-up of 56 months. Their primary endpoint of “progression-free probability” referred to a serum PSA value ≥ 0.2 ng/mL above the nadir, initiation of systemic therapy, or clinical progression [12]. In their study, pre-PORT PSA level, Gleason score, PSA doubling time, surgical margins status, ADT before or during PORT, and lymph node metastasis were significant determinants of progression-free probability [12]. When Pre-PORT PSA level was stratified into four groups, of ≤ 0.50, 0.51-1.00, 1.01-1.50, and > 1.50 ng/mL, a significant difference in progression-free probability was observed among the groups [12]. Stish et al. [11] conducted a retrospective analysis of 1,106 patients with prostate cancer who received PORT. They estimated the clinical outcomes, including OS and the cumulative incidence rates of biochemical failure, distant metastases, and cause-specific mortality, with a long follow-up of approximately 9 years. In the prognostic factor analysis, pathological tumor stage, Gleason score, and pre-PORT PSA level were significant predictors of biochemical failure, distant metastasis, cause-specific mortality, and OS [11]. The 10-year cumulative incidence rates for biochemical failure, distant metastasis, and cause-specific mortality were significantly different between pre-PORT PSA level ≤ 0.5 ng/mL and > 0.5 ng/mL groups [11]. Overall, our study yielded similar results to these previous studies, demonstrating decrea-sed survival with a higher pre-PORT PSA level. Starting PORT before reaching a serum PSA level < 0.5 ng/mL (or 1.0 ng/mL at the latest) appears to be critical to achieve a favorable outcome, although the earlier PORT is initiated, the better.Approximately 7% of patients in this study receiving adjuvant PORT demonstrated significantly better BCFFS and CFFS compared to patients who received salvage PORT (Table 2). Interpretation of these results requires caution because we cannot exclude the possibility of lead-time bias in the comparisons. Randomized clinical trials have shown that adjuvant RT after RP provides significantly lower rates of disease progression and a possible improvement in survival compared with watchful waiting in patients with adverse features in pathologic specimens [5,6]. However, arguments against adjuvant PORT include increased morbidity from treatment, high financial cost, unnecessary treatment of 50%-60% of patients, and high initial salvage rates in some patients [13]. For these reasons, clinicians have been hesitant to proceed with PORT in patients with undetectable PSA after RP [14], as we report in the present study. As an alternative, close surveillance and selective PORT for biochemical recurrence is a preferable option after RP. Briganti et al. [15] conducted a propensity-matched analysis to compare adjuvant RT versus initial observation followed by early salvage RT in pathological T3 prostate cancer [15]. In their study, early salvage RT given at a postoperative PSA ≤ 0.5 ng/mL showed a comparable PSA control rate to those of adjuvant RT [15]. The findings of the present study support those results. As shown in Fig. 2A, few differences were observed between the pre-PORT PSA subgroups (< 0.2 ng/mL vs. 0.2-0.5 ng/mL) among the clinical endpoints. Although neither the interval since RP nor the effect of prePORT ADT use were considered, these results suggest that early salvage PORT when PSA < 0.5 ng/mL has persistent efficacy and could be a reasonable treatment option after RP.The prescribed RT dose of ≥ 70 Gy significantly improved BCFFS, but not the other endpoints, in our study. Although primary RT for localized prostate cancer has sufficient data supporting dose-escalated RT [16], the dose-response relationship is not fully understood in PORT. King and Kapp [17] analyzed the dose-response relationship of PORT and BCFFS in published data and compared it with that of primary RT for macroscopic disease. Of note, they demonstrated very similar dose-response curves for PORT and primary RT, and dose-escalated PORT achieved significantly better BCFFS [17]. Some researchers have suggested that a 66.6 or 70 Gy threshold dose of PORT is associated with improved BCFFS [18,19]. Latacz et al. [20] compared 66 and 70 Gy doses delivered to the prostate bed in patients referred for salvage PORT. The 70 Gy PORT group showed significantly improved BCFFS compared to the 66 Gy PORT group in a multivariate analysis with a mean follow-up of 28 months [20]. The SAKK 09/10 is an ongoing randomized clinical trial performed by the Swiss Group, comparing 64 and 70 Gy PORT in patients with prostate cancer [10]; in the near future, its results should answer questions related to dose-response.The optimal CTV for PORT remains an unresolved issue. In particular, whether CTV should include regional nodes or not remains controversial, particularly in high-risk patients. In the present study, elective nodal irradiation was a significant predictor for decreased CFFS and DMFS in univariate analysis; however, the results were non-significant in multivariate analysis. The discrepancy might have been due to confounding factors, such as selection bias in retrospective analyses, particularly in relation to baseline characteristics (Table 5); men who initially had advanced or high-risk disease were more likely to receive a wider field of radiation, including regional lymphatic coverage. Overall, excellent loco-regional control after elective nodal irradiation was offset by increased distant metastasis. In addition, larger RT field was associated with an increased risk of adverse effect (Grade 2 or higher) in our sub-analysis (S1 Table). Caubet et al. [21] conducted a retrospective analysis comparing prostate bed RT with whole-pelvic RT in patients with high-risk prostate cancer after RP. Postoperative whole-pelvic RT failed to show any benefits in terms of disease progression, exhibiting only a lower OS and increased toxicity compared to prostate bed RT [21]. On the other hand, Pollack et al. [22] announced the preliminary results of a three-arm randomized trial, the NRG Oncology/RTOG 0534 SPPORT trial, in which they compared freedom from progression after prostate bed RT (arm 1), prostate bed RT plus short-term ADT (arm 2) or whole-pelvic RT plus short-term ADT (arm 3) in postoperative patients with recurrent prostate cancer. They reported that whole-pelvic RT results in meaningful reductions in failure compared to prostate bed RT with or without short-term ADT after a median follow-up of 5.4 years [22]. Nevertheless, because of the potential increased risk of complications from the extended RT field, postoperative whole-pelvic RT cannot be recommended outside of a clinical trial until the advantages become evident.Table 5. Comparison of baseline characteristics between two different groups regarding RT fieldVariableProstate bed onlyProstate bed+elective nodal RTp-valuea)Initial PSA level (ng/mL) ≤ 20535 (80)224 (59)< 0.001 > 20136 (20)154 (41)Gleason score ≤ 7486 (73)168 (45)< 0.001  8-10184 (27)208 (55)pT category T2246 (37)84 (22)< 0.001 T3a261 (39)144 (38) ≥ T3b161 (24)148 (39)PSA level at PORT (ng/mL) < 0.2483 (72)237 (63)< 0.001 0.5 to < 1.0123 (18)58 (15) ≥1.065 (10)83 (22)Values are presented as number (%). RT, radiation treatment; PSA, prostate-specific antigen; PORT, postoperative radiotherapy.a)Chi-square test.When combined with RT in prostate cancer, the major benefits of ADT are control of subclinical distant metastasis and some local effects [23]. Because a combined RT and ADT regimen is the treatment of choice for locally advanced prostate cancer [24], this combination may be a rational approach for high-risk prostate cancer. The RTOG 9601 trial reported that adding 24 months of bicalutamide to PORT significantly prolongs patient survival compared to PORT alone, and also decreases distant metastasis [25]. The 12-year cancer-specific mortality rate decreased even further, from 13.4% to 5.8%, in the group receiving bicalutamide (p < 0.001) [25]. The effect of short-term ADT combined with PORT was also investigated in the GETUG-AFU 16 trial [26]. patients assigned to PORT plus short-term ADT had a significantly lower likelihood of disease progression than those in the PORT alone group at 5 years (80% vs. 62%, p < 0.001) [26]. Our results are generally consistent with the findings of those randomized studies. In the multivariate analysis, concurrent long-term ADT and PORT contributed not only to lower hazard ratios of BCFFS and CFFS, but also that of OS compared to PORT alone. Clinical benefits of concurrent short-term ADT were also seen for BCFFS, but not for any other endpoint. We identified 106 patients who had a history of ADT use longer than 6 months before PORT, and excluded these patients from the analysis regarding the efficacy of concurrent ADT. For those patients, postoperative ADT was given prior to PORT referral for various reasons (but mostly due to disease progression), which led to a subsequent delay of PORT, which may have negatively affected the outcome of PORT.In the RTOG 9601 trial, a post-hoc analysis performed to determine the efficacy of concurrent long-term ADT showed that the greatest OS improvement was seen in patients with more aggressive disease, such as the subgroup with prePORT PSA > 1.5 ng/mL or Gleason score ≥ 7 [25]. However, the OS improvement in the subgroup with a Gleason score of 8-10 was not statistically significant, probably due to the small number of patients in that subgroup [25]. As shown in Fig. 3, in the current study OS improvement due to concurrent long-term ADT was most notable in patients with unfavorable features (Gleason score 8-10 and ≥ pT3b). Although significant OS improvement was not seen in all subgroups regarding pre-PORT PSA, the improvement was much greater in the higher pre-PORT PSA group (6.3% in subgroup PSA < 0.5 vs. 15.5% in subgroup PSA ≥ 1.0). To achieve sufficient statistical power, a larger sample in the subgroup with pre-PORT PSA ≥ 1.0 would be required (n=117). On the other hand, patients with a Gleason score ≤ 7, ≤ pT3a, or pre-PORT PSA < 1.0 were less likely to obtain a survival benefit from concurrent ADT. Further studies are warranted to determine the patients who would benefit most from adjuvant ADT.Approximately 4% and 1% of patients suffered from severe genitourinary and gastrointestinal toxicity in this study. Late genitourinary toxicity ≥ grade 3 after PORT has been reported as 7%-10% cases in other studies [25,27]. We observed that most of the gross hematuria caused by radiation occur many years after PORT (median, 52 months). Cozzarini et al. [27] analyzed clinical factors predicting severe urinary toxicity after PORT in 742 patients, and suggested a history of ≥ grade 2 acute toxicity, older age, and greater radiation dose as predictors for an increased rate of severe toxicity after salvage PORT. Filling of the bladder is a common procedure to prevent toxicity; however, this procedure can be difficult because patients often experience problems maintaining consistent bladder-filling after a prostatectomy [28]. Even given the technological advances in RT for prostate cancer, the conformal technique was less effective at reducing the risk of bladder toxicity compared to late radiation-induced proctitis [29]. Because most patients undergoing PORT have a long life expectancy (over 90% had 10-year OS in the present study), clinicians may have to pay close attention to men at risk.A limitation of this study was its retrospective nature, which may have led to unknown selection biases. However, we attempted to minimize potential bias in the analysis by using a large sample size and a multivariate analysis, to account for variables potentially affecting the outcomes. In addition, given the fact that pre-PORT PSA values are a significant prognostic factor predicting OS and DSS, there could be a lead-time bias when calculating survival from the day of the first PORT instead of the day of RP. To eliminate this lead-time bias, we re-calculated the survivals from the day of RP. In this analyses, pre-PORT PSA was consistently a significant factor predicting OS (p=0.003) and CSS (p < 0.001) (S2 Fig.). Although PSA doubling time has proven to be an important predictor for the prognosis of PORT [4,12], we were unable to calculate this parameter because of the low number of PSA tests performed, due in turn to early PORT in some patients and inconsistent use of ADT. Meanwhile, this study provides valuable data on clinical outcomes after PORT in a Korean population with prostate cancer. Although the prognosis after PORT is primarily affected by intrinsic factors related to tumor and host factors, we identified several modifiable treatment-related factors. Early administration of PORT before the PSA level reaches 0.5 ng/mL seemed to be an essential component of successful treatment.In conclusion, the clinical outcomes of PORT in a Korean population with prostate cancer were very similar to those published in Western countries. Gleason score and lower serum PSA level at the time of PORT were significantly associated with favorable outcomes in all clinical endpoints. Adding long-term ADT (≥ 12 months) to PORT should be considered in patients with an unfavorable prognosis with Gleason scores of 8-10 or ≥ T3b. Further studies are warranted to refine treatments based on their unique risks and benefits.Electronic Supplementary MaterialSupplementary materials are available at Cancer Research and Treatment website (https://www.e-crt.org).S1 Table.The adverse effect according to the RT dose and RT fieldS2 Fig.Overall survival and cancer-specific survival from the day of RP according to pre-PORT PSA level. RP, radical prostatectomy; PORT, postoperative radiotherapy; PSA, prostate-specific antigen.FootnotesConflict of interest relevant to this article was not reported.References1. Roehl KA, Han M, Ramos CG, Antenor JA, Catalona WJ. Cancer progression and survival rates following anatomical radical retropubic prostatectomy in 3,478 consecutive patients: long-term results. J Urol 2004;172:910–4.
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