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Pre vs Post-COVID
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Overview

• Prostate cancer
• Primary setting 

• SBRT
• High-risk N0-1M0

• Salvage setting
• Dose/ADT/pelvic RT
• Early salvage vs adjuvant

• Metastatic setting
• Local RT  

• Bladder and renal cancer
• Hypofractionation and bladder preserving treatments
• SBRT + immunotherapy
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Late toxicity of SBRT vs standard RT

Tree et al, ESTRO 2021 6
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Reflections

• The difference in GI and GU toxicity between Cyberknife and linac-based SBRT  is 
hypothesis-generating and further exploration in multivariate analysis is warranted

• Factors which may influence toxicity positively:

• smaller prostatic volumes and more favourable baseline GU symptoms

• more bladder neck (V37Gy < 5 – 10cc) and rectal wall dose reduction

• lower max urethral dose (V42Gy < 50%, not mandatory)

• longer overall treatment time (EOD vs 1 week)

• long beam-on time

• MRI for planning

• …. fiducials and intra-fraction motion control, but this was always the case in 
linac based SBRT?
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PACE-B

Tree et al, ESTRO 2021
28% fiducials + cone-beam CT
27% no fiducials + cone-beam CT13



Urethra dose-effect relation for GU toxicity

Groen et al, ESTRO 2021 14
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Prostate RT +/- pelvic RT in (very-)high N0M0

• 68 Gy/25fr vs 68/25fr + 50Gy/25fr to pelvic nodes including common iliac

• 80% staged by PSMA-PET/CT, median estimated Roach nodal risk 38%

Murthy et al, JCO 2021 17



Patterns of disease recurrence

Murthy et al, JCO 2021 18



Elective nodal RT in prostate cancer

De Meerleer et al, Lancet Oncol 2021 19



RT + ADT +/- docetaxel in N0M0  

• No effect on OS
• Less RT-induced cancers

• Reduced prostate cancer-specific mortality in subgroup with PSA < 4ng/mL

D’Amico et al, JCO 2021 20



RT + ADT + apa/abi in very high risk N0M0

• 70% Gleason 9-10

• Early multi-drug approach

• Reduction of ADT exposure and duration/volume of RT (SBRT, no elective nodal RT)
McBride et al, ASCO 2021

3-year bRFS 90%
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RT + ADT + 2 years abi in high risk N0-1M0

22Attard et al, ESMO 2021
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70Gy vs 64Gy: SAKK 09/10 randomized trial

• 350 patients

• No evidence of macroscopic disease

• No ADT, No pelvic RT

Ghadjar et al, Eur Urol 2021

Increase in grade 2 or more 
late GI toxicity with 70Gy
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Pollack et al, Plenary Session 2018 ASTRO Annual Meeting
32
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Pollack et al, Plenary Session 2018 ASTRO Annual Meeting

Primary endpoint FFP at 5 years:
- PSA ≥ nadir + 2 ng/mL
- clinical progression (local, regional, distant)
- death due to any cause



PBRT +/- ADT +/- PLNRT

Pollack, ESTRO 2021 (Lancet, in press) 34
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Adjuvant vs early salvage RT

• No improvement in biochemical event-free survival for adjuvant RT vs early salvage RT

• 37% received salvage RT so far, majority have been spared therapy!
• More cystitis/hematuria with adjuvant RT

Vale et al, Lancet Oncol 2020 39
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Prostate RT in M1 disease

Ali et al, JAMA Oncol 2021 41
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Hypofractionated RT: a game changer?

• Individual patient data meta-analysis with data from 2 randomized UK clinical trials 
(BC2001 and BCON)

• Better locoregional control, not OS, with hypofractionated RT vs conventionally 
fractionated RT without increase in toxicity
• Regardless of radiosensitizer

• Also in RT-alone arm

Choudhury et al, Lancet Oncol 2021 43



Hypofractionated RT + chemo, which one?

Huddart et al, ESTRO 2021 44



Surgery sparing approaches 

Balar et al, ASCO 2021

• 1-year bladder-intact DFS: 88%

• 35% grade 3 or more adverse events
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• 1-year bladder-intact DFS: 73%

• 31% grade 3-4 treatment-related adverse events

Surgery sparing approaches 

del Muro et al, ASCO 2021 46



Ongoing phase III trials: TMT +/- immunotherapy

• RT: 
• 64Gy at 2Gy/fraction or 64.8 Gy at 1.8Gy/fraction (bladder +/- pelvic nodes)

• Analysis of first 73 patients: no evidence of increased immune related grade 3 or 
more AEs:
• No grade 3 or higher colitis

• 1 grade 3 radiation cystitis

Singh et al, ASCO GU 2021 47



Ongoing phase III trials: TMT +/- immunotherapy 

• RT:
• 64Gy at 2 Gy/fraction over 6.5 weeks (bladder +/- pelvic nodes)

• 55Gy at 2.75Gy/fraction over 4 weeks (bladder only)

Keynote-992
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Ongoing randomized phase II trials

• CCTG BL13:
• Adjuvant durvalumab after TMT

• INSPIRE (ECOG-ACRIN/NRG EA8185)
• Induction chemo followed by TMT + Durvalumab 

• N+ disease
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Patterns of progression with immunotherapy

• Checkmate 214 (Ipi-Nivo vs Sunitinib)

• In patients who progressed post-response, 51% in Ipi-Nivo arm progressed in new 
lesion(s)-only (vs 27% in sunitinib arm)
• 94% in single organ

• 32% lymph node

• 24% brain

• 15% lung 

• Different pattern of disease progression with nivo-ipi => opportunity for focal 
metastasis-directed therapy?

Tannir et al, ASCO GU 2021 51



SBRT + immunotherapy: RAPPORT trial

• Patients with up to 2 lines of prior systemic therapy with 1-5 oligometastases from 
ccRCC were included

• SBRT 1 x 20Gy (or 10 x 3Gy) to all metastatic sites, followed by pembro 200mg Q3w 
for 8 cycles was well tolerated with excellent local control

• PFS of 15.6 months and ORR of 63% compared favorably to 1st line KEYNOTE-427 
pembro monotherapy outcomes (PFS of 7.1 months and ORR of 34%)
• Same metastatic load??

Siva et al, ASCO GU 2021 52



Conclusions

• Prostate cancer
• Primary setting 

• SBRT for intermediate-risk
• Pelvic RT/ADT + 2 years Abi in high-risk N0-1M0

• Salvage setting
• Dose
• 6 months ADT + pelvic RT
• Early salvage

• Metastatic setting
• Local RT 

• Bladder and renal cancer
• Hypofractionation and bladder preserving treatments
• SBRT + immunotherapy
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