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Effective treatment with low toxicity and particularly low fracture rates

Excellent outcome

% no significant difference
ful for spine/non-spine
Low toxicity

4.4% Gr.3 (mostly pain)

Low fracture rate 1.5% for
spine/non-spine
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Table 2
Dose volume parameters according to ICRU91 Parameters presented ac-
© cording to the three treatment concepts.

SIB Expanded GTV Compartment
concept concept concept

Number of treatments 135 100 25

Mean target volume 2.9 (0.4-17.8) 2.5 (0.5-27.0) 3.9 (0.7-13.7)
(GTV) in cc (range)

Prescribed dose PTV, 44.0 35.0 27.0 (22.5-34.0)
median in Gy (range) (35.0-48.5) (18.0-40.0)

Number of fractions, 10 (3-10) 5 (1-10) 3(3-5)

median ang
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— 213 Pat., 283 spinale Met. bei Prostata-Ca, SBRT 2010-2024
— BEDa4 2 100 Gy fir GTVmean: 1 und 3J. lokale Kontrolle > 90%, Frakturen: 2,2%
— BED beeinflusste lokale Kontrolle, SIB nicht
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At risk 70 44 32 25 14 13 10 4 3 Atrisk 53 34 20 12 4 3 1 0 0
Censored O 15 21 27 33 34 36 38 39 Censored 0 4 9 11 13 13 14 14 14
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PFS

—— SIB BED=100Gy (N=50)
~— Non-SIB BED=100Gy (N=51)
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* Table 3
" Uni- and multivariable Cox proportional hazard regression analysis for overall survival, progression-free survival, biochemical recurrence-free survival and freedom
from local recurrence.

Univariable 0s PFS BRFS FFLR
Variable p HR (95 %CI) p HR (95 %CI) p HR (95 %CI) p HR (95 %CI)
Age 0.08 1.03 0.80 1.00 0.07 1.03 0.26 1.04
(1.00-1.07) (0.98-1.03) (1.00-1.06) (0.97-1.11)
GTV volume 0.56 1.01 0.17 1.01 0.65 1.00 0.33 1.02
(0.98-1.04) R Edl e (0.98-1.05)
BED4 GTVpean <0.01 0.98 <0.001 0.99 <0.001 0.98 0.22 0.98
(0.97-0.99) (0.98-0.99) (0.97-0.99) (0.95-1.01)
SIB concept 0.78 0.91 <0.001 0.51 0.01 0.59 0.66 0.81
(0.52-1.64) (0.35-0.75) (0.40-0.88) (0.31-2.11)
ADT 0.80 0.93 0.18 0.70 =0.01 0.50 0.86 1.08
(0.52-1.65) (0.55-1.12) (0.33-0.77) (0.43-2.74)
Multivariable
Age 0.01 1.09 0.77 1.00 0.11 1.02 0.29 1.04
(1.02-1.17) (0.98-1.03) (0.99-1.05) (0.97-1.12)
GTV volume 0.72 1.01 0.57 1.00 0.32 0.99 0.47 1.01
(0.97-1.04) £0.99.1.02) 0970010 (0.98-1.04)
BED4 GTViean 0.12 0.99 <0.01 0.99 <0.001 0.98 0.36 0.98
(0.97-1.00) (0.98-0.99) (0.97-0.99) (0.95-1.02)
SIB concept 0.71 1.16 <0.001 0.42 0.02 0.60 0.72 1.23
(0.52-2.60) (0.26-0.69) (0.39-0.94) (0.39-3.80)
ADT 0.73 1.21 TS e ~eroT =T 0.81 0.87
(0.42-3.42) (0.50-1.20) (0.31-0.83) (0.30-2.56)

Abbreviations: OS: overall survival, PFS: progression-free survival, BRFS: biochemical recurrence-free survival, and FFLR: freedom from local recurrence, HR: hazard
. ratio, CI: confidence interval, BED: Biological Effective Dose, SIB: Simultaneous Integrated Boost, GTV: Gross Tumor Volume, ADT: androgen deprivation therapy.
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Medizinische Fakultat

Gesamtkohorte 789 Patienten mit 1079 SBRT-behandelten oss. Meta.

‘C Under review:
SBRT ossdrer Metastasen bei Mamma-Ca (17 Zentren)
SBRT ossarer Metastasen bei dlteren Patienten (20 Zentren)

‘© Submitted:
SBRT ossarer Metastasen bei Lungenkarzinom (15 Zentren)
SBRT ossarer Metastasen non-spine bei Prostata-Ca (20 Zentren)
- mogliches Folgeprojekt: prospektiv randomisierte Phase Il Studie
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CLINICAL TRIAL PROTOCOL

Stereotactic ablative radiotherapy for metachronous bone
oligometastasis of prostate carcinoma

Prospective randomized phase |l study comparing different local ablative
radiotherapy concepts for bone metastasis
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— metachrone ossare Oligometastasierung Prostata-Ca
— Primartm. kurativ behandelt
— <5 ossdre Metastasen spine/ non-spine (Anzahl incl. weiterer Meta.?)
— PSMA-PET zum Staging
— 2 ZV-Konzepte fur primare Analyse:
Compartment (SIB oder Cox et al.) VS. GTV+Margin

—> Stratifizierung nach spine/ non-spine
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 Primarer Endpunkt
Progressionsfreies Uberleben (PFS): Zeit von SBRT-Ende bis Progression oder Tod

 Sekundare Endpunkte
Lokale Kontrolle

Biochemisch rezidivfreies Uberleben (BRFS)
Gesamtiberleben (0S)

Akute und spate Toxizitat (CTCAE v5.0)/ neuaufgetretene oder progrediente
Wirbelkdrper- und Knochenfrakturen

Schmerz vor/nach SBRT
Lebensqualitat gemessen mit EORTC QLQ-C30, EQ-5D-5L
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 Fallzahlabschatzung

Primérer Vergleich (SIB/Cox vs. expanded GTV) spine und non-spine:
- Angenommene Hazard Ratio: 0.55

- Signifikanzniveau a = 0.05 (zweiseitig)

- Power = 80 %

- Benotigte Ereignisse = 22

- Erwartete Ereignisrate = 45 %

- Empfohlene ZielgroBe: 60—80 Patienten insgesamt (30—40 pro Arm)

Explorative Analyse (nur spinal): SIB vs. Cox
- Retrospektive Hazard Ratio = 0.39
- Fur explorative Aussagekraft empfohlen: ca. 30-40 Patienten pro Arm
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