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Selection for Salvage following previous radical radiotherapy

A Delphi consensus study on salvage brachytherapy for prostate cancer Salvage prostate brachytherapy in radiorecurrent prostate cancer: An
relapse after radiotherapy, a Uro-GEC study international Delphi consensus study
Kaljouw et al Radiotherapy and Oncology 118 (2016) 122-130 Corkum et @ Radiotherapy and Oncology 184 (2023) 109672

N:18 N:3O

Agreement = >80%.......... in 52% options Agreement >75% .......... in 56% options

* No minimum age * 2-4years from primary treatment

* Gleason <8 * Any type of previous RT

* NO current ADT e MRIand PSMA PET required

* Stage up to T3b * Targeted and systematic biopsies

* 12-24 biopsies * Any Gleason score at relapse

 Evaluate metastases



Selection for Salvage following previous radical radiotherapy

A Delphi consensus study on salvage brachytherapy for prostate cancer Salvage prostate brachytherapy in radiorecurrent prostate cancer: An
relapse after radiotherapy, a Uro-GEC study international Delphi consensus study
Kaljouw et al Radiotherapy and Oncology 118 (2016) 122-130 Corkumetal  Radiotherapy and Oncology 184 (2023) 109672
N=18 N=30
Agreement = >80%.......... in 52% options Agreement >75% .......... in 56% options
Dlwded opinion (65-80%) Failed consensus Failed consensus
Age<80y; Life expectancy >5y = PSA at relapse " Performance status
= PSA DT >6mo = Qmaxand RV " AnyT stage
= Prostate volume » Number of Bx<12 - >24 = Oligometastases
= |maging for biopsies (MR or US) = PSA<20
* Imaging for mets: MR or PET = Urodynamics NOT needed

= |PSS<15-20
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Brachytherapy Selection for Salvage following previous radical radiotherapy

A Delphi consensus study on salvage brachytherapy for prostate cancer Salvage prostate brachytherapy in radiorecurrent prostate cancer: An
relapse after radiotherapy, a Uro-GEC study international Delphi consensus study

Kaljouw et al Radiotherapy and Oncology 118 (2016) 122-130 Corkumetal  Radiotherapy and Oncology 184 (2023) 109672

N=18 N=30

Agreement = >80%.......... in 52% options Agreement >75% .......... in 56% options

» All participants found HDR suitable. ‘The preferred treatment technique is HDR’

* A majority (77%) would use LDR

(as an alternative treatment if HDR not available) * 70% agreement

e 29% would also advocate PDR * 27% offering both HDR and LDR



Salvage Reirradiation Options for
Locally Recurrent Prostate Cancer:

A Systematic Review

HDR or

LDR ......7

Salvage therapy details for BT studies.

Zhong et al

Frontiers in Oncaogy
September 2021 | Volume 11 | Article 681448

First author Year Single-centre (1)or Patients BT Technique Radiation Focal or Dose (total dose (Gy)' dose per Duration of Adjuvant Follow-up BC (%) Oncologic outcomes
(country) Multi-centre (2 (] Source Whole- fraction/ number of fractions) treatment ADT (mo) (range)
gland
B Loo (LISA) 2007 1 el HDR Ir-192 Whicla 36/8/6 T days Mo 18,7 a0.8 2-yr DRFS 89%
Lyczak {Poland) 2009 1 115 HDR -1 Whala as10/3 9 wiosks MR MR 45 PSA=6) OS5 86% PSA=6) vs 48%
vs 18 PSA=E)
(PSA=5)
Chean (USA) 2013 1 [ HDR 192 Whiaka AwE/6 10 days MR 5.6 5.9 55.7 Syr bAFS 51%, 5-w OS5 92%
154.7)
Kukiaka (Poland) 2014 1 25 HDR with Ir-192 Whiala AT004 63 days Yas (129%) 13 (4-48) MF Z.yr bRFS 74%
intarstitial
hyparthamia
“Yamada (USA) 2014 1 42 HOR Ir-1892 Whala azras4 30 hours Yeas (43%) a8 2-68) 88.5 Syr OS 90.3%
Jiang {Gemmany) 2016 1 = HDR -1 Whala R V] 3 wadks Yas T3 B1-140) 45 S-yr bAFS 45%, 5-w OS 955%
34.5%)
Lacy ISA) 2016 1 bl HDR Ir-102 Whala 108-144 Gy - Yas &1 (10-149) e MR
14.3%)
Wojsaszak 2016 1 a3 HDR -1 Whaia as10/3 28-30 days  Yes (53%) 41 (11-76) [ig Syr OS5 87%
{Podand)
Lopaz (Spain) 2019 2 75 HDR -1 Whala a2 /710 /2.4 - Yes [45%) [ 6r.5 S-yr bRFS 65%
a4 LOFR MR Whiala 145 Gy - Yas 52 [=:] Syr bRFS 79%
(532%)
Chitmanes {UK) 2020 1 50 HDR Ir-192 Focal 1x19 Gy - Yes B9%) 21 (1-53) 46 2oyr BAFS 63%, 3-w bRFS 46%
Slevin (UK) 2020 1 43 HDR -1 Focal 1%19 Gy - Yes (74%) 26 (1-60) ;] Ay bRFS 41.8%
van Son 2020 1 50 HDR MR Ir-192 Uira-focal 1 %19 Gy - Yeas (129%) 31 (13-58) 48 2.5 yr bRFS 51%, mFS 75%, 08
{Nethardands) Guidad ultra ga9
fowcal)
Kalimaiar (LISA) 2017 1 ar LDR 1254 @%) or  Whaa 125-144 Gy - Yes [46%) 31 o7 &5 Ayr bRFS 60.29% . 3-yr mFS
103-Pd (2% TH.T%
&1 -1 Whala A2/ 8 /4 (n=58), 28 /7 / 4 n=1) A0 hows  Yes [44%)
and 22 /11 4 2 {n=1)
Baurmann {LISA) 2017 1 a3 103-Pd DR)  Whala LOR: {90-100 Gy) or HDR §046/5) MR Yas &1 (F-150) &7 T-yr AFS 67%
and Ir-192 {10019
HDR)
Hordquer Spain) 2014 1 55 HDRADR 1927 1251 Whala HDR: 50.5 / 5.25/ 1-4, LDR: 145 Gy MR Yas 48 (25-104) ] Syr bRFS 77%, 5-w OS 70%
26.8%)
Grado (LISA) 14993 1 1] LDR 1251 (T6%) or  Whala a0-180 Gy - Yes (16%)  41.7 21.8 a4 Ay bRFS 48%, S-w bRFAS 34%,
103-Pd (24%) 185.2) LG 9%
Koutrouwsls (USA) 2003 1 )l LDR 1261 (77%) or  Whaia 100-144 Gy - Mo a0 (12-84) a7 Ayr bRFS 83.9%,
103-Pd (Z3%) Sy bAFS 41.99%
MNguyan (LESA) 2007 1 25 LDR 1251 Whala 197 Gy - Mo 47 (14-75) 72 A-yr bRFS 70%
HK Lea (USA) 2008 1 bl LOFR 108-Pd Whiala G0 Gy - Yas (579%) <] MN& Syr bRFS 38%, S-w OS 81%
Aaronson {USA) 2009 1 24 LDR 125-lor 103-Pd  Whala 148 Gy - Yes 299) 30 (13-65) ar.s 3yr bAFS 89.5% 3-yaar G55
[+52
Burd {LISA) 2010 1 ar LDR 103-Pd (97%) or  Whadla 110-135 Gy - Yas @4%) 85 [2-156) MA S-yr bAFS 65%, Syr OS5 94%,
125-1 4%) Sayr OF 96%
Marman 2010 1 H LDR 125 Whida 145 Gy - MA 108 19 1-yr BAFS 51%, S4yr bRAFS 200,
{MNathardands) Syr OS5 74%, SyrOST72%
Patars 2014 1 20 LGR 1251 Focal 144 Gy - MR a5 (10-45) | 3ywbRFST1%
{Matherands)
Vargas {USA) 2014 1 4] LDR 1251 Whala 100 Gy - Yes @0%) 60 (F-164) 6H.6 Syr OF 6d%, S-yr mFS 90%
Patars 2016 2 [ LDR 1251 Whaia 145 Gy - Yoo (34%) T8 5-130) MNA Estimatad 10-yr PCaSS 43%,
{Matherands) Glan 10-yr OF 34%
Crook (Canada) 2019 2 a LDR 1251 (22%) or  Whala 120-140 Gy - MR 54 ] MR
103-Pd @E%)
Sith (USA) 2020 2 108 LDR 1254 (1%) or  Whaia 100 Gy - Yas 75 (1-228) ] S-yr bAFS 63%, 1047 bRFS
103-Pd (99%) .55 5%
Schonle Germany) 2020 1 o -1 Whala /a2 4wesks  Yes (439) 49 (12-129) 65.6 Sy bRFS 65.6%, LC 86.6%




A Systematic Review and Meta-analysis of Local Salvage Therapies

After Radiotherapy for Prostate Cancer (MASTER)

EUROFEAN URDLOGY BO (2021 ) 2B0-292

NO severe Gl toxicity

Valleetal

Study Modality Weight (%) [95% CI]
Mbeutcha A HDRBT —t 05% [0.0 00, 16.5]
Yamada Y HDRBT H 7.9%§ 0.0[0.0, 4.1]
Chen CP HDRBT l—i 12.0%{ 0.0 [0.0, 3.3]
Wojcieszek P HDRBT I-| 30.5%) 0.0[0.0, 2.1]
Kukie ka AM HDRBT o—| 2.8%) 0.0 [0.0, 6.8]
Tharp M HDRBT +—| 0.2% §0.0[0.0, 23.2]
LeeB HDRBT e 2.0% 0.0 (0.0, 8.0]
Henriquez Lopez HDRBT m 24.9%) 0.0[0.0, 2.3]
Kollmeier MA HDRBT ,,._, 2.7%§ 1.6 [0.0, 6.9]
Baumann BC HDRET —_— 0.3% 0.0 (0.0, 20.4]
yczek J HDRBT n—| 9.5%) 0.9[0.0, 3.7]
Murgic J HDRBT ¢—|
Maenhout M HDRBT ¢—+
Jiang P HDRBT —
JoY HDRBT o—|
Adjusted proportion 0.00 [0.00, 0.20]
i \ I I |
0.0 125 2560 375 500

Severe Gl toxicity (%)

Adjusted proportion

1.55 [0.36, 3.28)

Study Modality Weig.
Wallner KE LDRBT 1 0.1% §15.4[0.4, 41.0
Grado GL LDRBT — 3.3“4 20[0.0, 8.6
Butler EB LDRBT — 7.5%4 0.0[0.0, 57
Kollmeier MA LDRBT - 1.9%
Burri RJ LDRBT po—i 1.9%
Wong WW LDRBT — 2.5%)
Barbera F LDRBT b 0.5%
Aaronson DS LDRBT e — 0.8%
Lee HK LDRBT — 3.7%
Baumann BC LDRBT .- 5.3%|
Lacy JM LDRBT —— 0.6%
Allen GW LDRBT — 1.3%
Peters M LDRBT f————— 0.6% E
Vargas C LDRBT B 39.3% 0.0[0.0, 25
Shimbo M LDRBT — 1.9%] 0.
Koutrouvelis P LDRBT I 0.7%
Moman MR LDRBT i 0.7%
Rose JN LDRBT ——— 0.5%§ 5.
Lahmer G LDRBT — 2.8%f 0.0[00, 9.3
Henriquez Lopez LDRBT - 16.1%) 0.
Miyake M LDRBT —_— 0.6%
Peters M LDRBT — 3.4%
Chang L LDRBT ¢ | 0.2%
SasakiH LDRBT i 0.4%
Kunogi H LDRBT — 1.3%
Hsu CC LDRBT o 1.9%

&
| I I

]

00 125 250 375

Severe Gl toxicity (%)

50.0



A Systematic Review and Meta-analysis of Local Salvage Therapies

After Radiotherapy for Prostate Cancer (MASTER) vaiceta

EUROFEAN URDLOGY BO (2021 ) 2B0-292

8% severe GU toxicity

Study Modality Weigm({%)fs—mh
Mbeutcha A HDRET ——— 0.9% [10.0[ 0.0, 38.1
Yamada Y HDRBT }—l—| 3.8%f 9.5[2.1,20.6
Chen CP HDRBT - 20.04 1900, 8.1
Gawkowska-Suwinska M HDRBT |—-—| 1.9%) 6.7[0.0,26.4
Woicieszek P HDRBT —— 6.0% [13.3[6.7,21.5
Kukie ka AM HDRBT -—| 28.594 0.0[0.0, 6.8
Tharp M HDRBT 0.3% §28.6[ 1.0,68.2
Lee B HDRBT |—-—1 1.4% §14.3[ 2.0, 33.1
Henriquez Lépez HDRBT —— 3.7% p1.3[12.7,31.4
Kollmeier MA HDRBT —— 4.4% §13.1[5.6,22.9
Baumann BC HDRBT |—-—| 0.6% §12.5[0.0, 46.2
yczek J HDRBT I—l—| 16.2%) 6.1[2.3,11.3
Murgic J HDRBT |—-—4 1.9%) 6.7[0.0,26.4
Maenhout M HDRBT I—-—| 2.4%) 5.9[0.0,23.5
Jiang P HDRBT |—-—| 2.4% §10.3[1.4,24.6
JoY HDRBT -—1 5.7%{ 0.0[0.0, 151
Adjusted proportion > 7.95[5.07, 11.29]

i I I I
00 250 500 750

Severe GU toxicity (%)

I
100.0

Adjusted proportion

Study Modality Weighf (%) [95% Cl]
Grado GL LDRBT N 2.0% §14.3[5.7,25.7
Beyer DC LDRBT | e e
Butler EB LDRBT o}

Kollmeier MA LDRBT -
Burri RJ LDRBT ——
Wong WW LDRBT i :
Barbera F LDRBT —_—
Aaronson DS LDRBT —
Lee HK LDRBT —
Baumann BC LDRBT | —————
Lacy JM LDRBT r—-—c 1.1%) 9.5[0.2, 26.6]
Allen GW LDRBT — 4.1%) 0.0[0.0, 13.9]
Peters M LDRBT : ——— 1.5% [B0.6 [19.7, 42.8]
Vargas C LDRBT L —f 4.2%] 8.7[3.0,16.7]
Shimbo M LDRBT —_— 1.1%) 6.7[0.0, 26.4]
Koutrouvelis P LDRBT C——y 1.3% §12.9[ 3.0, 27.4]
Moman MR LDRBT P ——— 0.9% §22.6[9.3, 39.2
Rose JN LDRBT —— 0.9% §11.1[0.2, 30.6)
Lahmer G LDRBT : —_— 0.4% B3.3[13.1,57.0]
Henriquez Lopez LDRBT ; —_— 1.1% R7.3[15.0, 41.5]
Miyake M LDRBT — 1.9%§ 0.0[ 0.0, 20.4]
Peters M LDRBT f———— 1.9%) 5.0[0.0, 20.2]
Chang L LDRBT — 0.8%§ 0.0[0.0,31.7]
Sasaki H LDRBT — 1.5%] 0.0[0.0,23.2]
Kunogi H LDRBT — 4.1%§ 0.0[0.0, 13.9]
Hsu CC LDORBT o—i 6.4%4.0.0[ 0.0, 11.2
-
| | | |

i

8.14 [4.29, 12.81)

0.0

188 375 562

Severe GU toxicity (%)

|
75.0



A Systematic Review and Meta-analysis of Local Salvage Therapies
After Radiotherapy for Prostate Cancer (MASTER) vageeta

EUROFEAN URDLOGY BO (2021 ) 2B0-292

Covariate-adjusted meta-regression comparing efficacy and toxicity between salvage modalities and radical prostatectomy

2-yr RFS 5-yr RFS Severe GU toxicity Severe Gl toxicity

Radical prostatectomy

Adjusted percent® (95% CI) 72% (66-78%) 53% (46%-59%) 21% (16%-26%) 1.5% (0.4%-3.2%)

s L) 1.0 1.0 NA NA
p value Reference Reference Reference Reference
R* (%) 0.0 0.0 0.0 0.0
Cryotherapy
Adjusted percent® (95% CI) 66% (59-72%) 57% (49-65%) 15% (8-23%) 0.9% (0.3-1.8%)
0Odds ratio (95% CI) 0.74 (0.49-112) 120 (0.80-1.79) NA NA
p value 02 04 0.2 05
R* (%) 25 0.0 8.2 27
HIFU
Adjusted percent® (95% CI) 52% (45%-59%) 46% (37%-55%) 23% (17%-30%) 0.8% (0.1%-2.1%)

Odds ratio (95% CI)

0.42 (028-0.64)

0.76 (0.48-121)

NA

NA

p value <0.001 0.2 0.5 04
RZ (%) 0.0 41 15 22

SBRT
Adjusted percent® (95% CI) 58% (46-69%) 56% (37-73%) 5.6% (1.4-12%) 0.0% (0.0-1.2%)
Odds ratio (95% CI) 0.52 (0.30-0.93) 1.13 (0.50-2.58) NA NA
p value 0.03 0.8 <0001 0.07
RZ (%) 55 49 000 00

HDR

[ Adjusted percent® (95% Cl) 77% (69-83%) 58% (52-64%) 9.6% (6.0-13.9%) 0.0% (0.0-0.3%) ]

Odds ratio (052 1) 126 (0.77-2.00) T25 (0.08-1.78) NA NA
p value 0.4 0.2 0.002 0.003
R* (%) 0.0 91 0.0 0.0

LDR
Adjusted percent® (95% Cl) 79% (72-85%) 53% (43-63%) 9.1% (5.2-14%) 2.1% (0.6-4.0%)

ygwy T U oT2.00] IR R LA S R T = =

p value 013 09 0.001 06
R2 (%) 43 5.2 12 20%
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Brachytherapy Selection for Salvage following previous radical radiotherapy

A Delphi consensus study on salvage brachytherapy for prostate cancer Salvage prostate brachytherapy in radiorecurrent prostate cancer: An
relapse after radiotherapy, a Uro-GEC study international Delphi consensus study

Kaljouw et al Radiotherapy and Oncology 118 (2016) 122-130 Corkumetal  Radiotherapy and Oncology 184 (2023) 109672

N=18 N=30

Agreement = >80%.......... in 52% options Agreement >75% .......... in 56% options

« Whole gland: 41% ‘Salvage can be offered as either whole gland

or focal with patient factors deciding choice’
e Hemigland: 12%

* 73% agreement
e Focal: 47%  20% strongly prefer focal

* Participants >20 cases/yr: 70%
* Participants <20 cases/yr: 63%



Salvage Reirradiation Options for
Locally Recurrent Prostate Cancer:
A Systematic Review

Salvage therapy details for BT studies.

Zhong et al

Frontiers in Oncology
Septemnber 2021 | Volume 11 | Article 681448

First author Year Single-centre (1)or Patients BT Technique Radiation Focal or Dose (total dose (Gy)' dose per Duration of Adjuvant Follow-up BC (%) Oncologic outcomes
(country) Multi-centre (2 (] Source Whole- fraction/ number of fractions) treatment ADT (mo) (range)
gland
B Leo (USA) 2007 pal HDR Ir-192 Whicla 36/6/6 7 days Na 18.7 a0.8 2-yr bRFS 89%
Lyczek {Poland) 2009 115 HDR Ir-192 Whiala as10/3 D wacks NR NR 46 PSA<E) OS 86% [PSA<B) vs 48%
vs 18 PSA-E)
(PSA=E)
Chan (USA) 2013 52 HDR Ir-192 Whiala A6/6/6 10 days NR 50,6 (5.9 585.7 Syr DRFS 51%, S-w OS 92%
154.7)
Kukiaka (Poland) 2014 25 HDR with Ir-192 Whiala araed 63 days e (129%) 13 (4-48) NFR 2-yr bRFS 74%
intarstitial
n\,rp-gﬂ.ngmua
O e a n “yamada [LISA) 2014 42 HDR Ir-192 Whdla azras4 30hows  Yes [439%) 36 (2-88) B3.5 Syr OS 90.3%
Jiang {Gennany) 20186 3 HDR Ir-192 Whdla as10r3 3 waaks Yas 73 B1-140) 45 S-yr bRFS 45%, 5-yr OS 955%
34.5%)
Lacy {USA) 2018 bl HDR Ir-192 Whdla 108-144 Gy - Yag B1 (10-149) 4768 NR
{14.3%)
O r fo C a | ? Woacszak 2016 <1 HDR Ir-192 Whaia w103 28-0 days  Yes 53%) 41 (11-76) &7 51 0SS 87%
{Podand)
° Lopaz (Spain) 2019 =3 HDR Ir-192 Whiala 327710724 - e (45%) 52 67.5 Syr bRFS 65%
4 LDR NR 145 Gy - Yas 52 =] Syr bRFS 79%
(532%)
Chitmanae {UIK) 2020 50 HDFR Ir-192 1 %19 Gy - Yas %) 21 {1-53) 46 2.yr DRFS 63%, 3.y bRFS 46%
Sigvin {UK) 2020 43 HDR Ir-192 1x19 Gy - Weas (74%) 26 {1-80) [ 3yr bRFS 41.8%
wan Son 2020 50 HDR MR Ir-192 1x19 Gy - Wes (12%) 31 (13-58) 48 2.5 yr bRFS 51%, mFS 75%, 08
iNatherands) Guidad ultra- [+ 3
fowcal)
Kalimeaiar {USA) 2017 ar LDR 1254 @%) or  Whda 125-144 Gy - Yas (469%) 31 -97) B8 3-yr bRFS 80.29%. 3-yr mFS
103-Pd (22%) TA.T%
61 HDR Ir-192 Whdla 327874 (n=58), 28 /7 / 4 {n=1) 30 hows  Yes ([449%)
and 22 / 11 / 2 jn=1)
Baumann {LISA) 2017 e HDRADR 103-Pd LDR]  Whais LOR {90-100 Gy) or HDR B0/6/5) MR Yes 81 (7-150) &7 7-yr AFS 67%
and Ir-192 {100%)
HDR)
Handguer Spain) 2014 56 HDRADR 1907 1251  Whala HDR: 50.5 / 5.25/ 14, LDR: 145 Gy NR Yas 48 25-109) NR Syr DRFS 77%, S5-w O8 70%
26.8%)
Grado (USA) 1999 49 LDR 125-1{76%) or  Whala 80-180 Gy - Wes (16%) 41.7 21.8 34 3yr bRFS 48%, 5-yw bRFS 34%.
103-Pd (24%) 185.2) LS 98%
Koutrouveks (USA) 2003 k3| LOR 125-1(77%) or  Whadla 100-144 Gy - No a0 (12-84) a7 3-yr DRFS 83.9%,
103-Pd (23%) S-yr DRFS 41.9%
MNguyan {(LISA) 2007 25 LDR 1251 Whiala 137 Gy - Na 47 (14-75) 72 4-yr bRFS 70%
HK Lea (USA) 2008 Pl LDR 108-Pd Whiala 90 Gy - e (57 %) 36 M Syr DRFS 38%, S-w OS5 81%
Aaronson (USA) 2009 24 LDR 125-1or 103-Pd  Whaa 148 Gy - Yoo (299%) 30 (13-65) ars Ayr bRFS 89.5% 3-yaar C5S
[+ TS
Burd {USA) 2010 ar LDR 103-Pd (979%) or  Whala 110-138 Gy - Yoo (B4%) 8B (2-158) Na S-yr bRAFS B5%, S5-4yr CSS 94%,
125-1{4%) Sy O 96%
Moman 2010 <3| LDR 1251 Whidla 145 Gy - A 108 19 1-yr BAFS 51%, Sy bAFS 2006,
{MNatherands) Syr CSS 74%, S.r 08 72%
Paters 2014 20 LDR 1251 144 Gy - NA 38 (10-45) 7 3yr bRFS 71%
{Natherands)
Vargas JUSA) 2014 [i 2] LDR 125 Whdla 100 Gy - Yoo @0%) 60 (7-164) 63.6 Syr OS B4%, S5-yr mFS 90%
Paters 2016 i< LOR fWhola 125 Whicla 145 Gy - Yoo (34%) T8 5-130) NR Estimetad 10-yr PCaSS 43%,
{MNatheorands) Gland) 10-yr OS 34%
Crook (Canads) 2019 @ LDR 125-1{22%) or  Whala 120-140 Gy - NR 54 NFR NR
103Pd @9%)
Smith {US4) 2020 108 LOR 1254 (1%) or  Whala 100 Gy - Yas 75 (1-208) NR S-yr DRFS 63%, 104r BAFS
103-Pd (90%,) 93.5%) 5%,
Schonke (Garmany) 2020 ) PODR Ir-192 Whiala 60/30/2 4 wacks Yes (43.8) 49 (12-129) 65.6 S-yr bRFS 65.6%, LG 86.5%




A Systematic Review and Meta-analysis of Local Salvage Therapies
After Radiotherapy for Prostate Cancer (MASTER) Valleetal

EUROFEAN URDLOGY BO (2021 ) 2B0-292

Summary of patient and treatment characteristics for local salvage modalities

Age (yr) ’Who]e-g]ana\ Biopsy-proven Presalvage  Perisalvage Interval from Median  Number of {- Number of
salvage (%) | recurrence (%) PSA (ng/mL) ADT use (%) initial treatment to follow-up studies (n)| patients (n)
recurrence or (mo)

salvage (mo)

RP 65 100 99 6.0 16 50 47 52 2686
Cryotherapy 66 93 99 5.8 35 63 32 32 5153

HIFU 69 86 100 5.0 18 63 33 20 1783

SBRT 72 61 81 4.0 37 89 26 8 261

HDR 71 85 94 45 43 61 40 16 586

LDR 69 \ 92 j 95 5.5 37 67 52 32 \ 833 ‘

ADT=androgen deprivation therapy; HDR =high-dose-rate brachytherapy; HIFU=high-intensity focused ultrasound; LDR=low-dose-rate brachytherapy;
PSA =prostate-specific antigen; RP=radical prostatectomy; SBRT = stereotactic body radiotherapy.
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Brachytherapy Dose for Salvage following previous radical radiotherapy

A Delphi consensus study on salvage brachytherapy for prostate cancer

relapse after radiotherapy, a Uro-GEC study
Kaljouw et al Radiotherapy and Oncology 118 (2016) 122-130

N=18
Agreement = >80%.......... in 52% options

 Same dose as primary treatment: 63%
* Higher dose: 37%

* Consensus 90-109Gy EQD2, .

Dose schedules for a 90-109 Gy EQD, dose level calculated for an of f ratio of 1.5 Gy.

Dose schedule (Cy) EQD: (Gy)
3x95 a0

2x12 93
4x85 97

3x10 99

2x13 108

3 =105 108

4x9 108

e Dose constraints to OARs: no consensus

Salvage prostate brachytherapy in radiorecurrent prostate cancer: An
international Delphi consensus study
Corkumetal  Radiotherapy and Oncology 184 (2023) 109672

N=30
Agreement >75% .......... in 56% options

‘Modification of target dose is not necessary
(depending on time from previous RT and technique)’

» 77% agreement

‘Modification of OAR dose is not necessary
(depending on time from previous RT and technique)’

* 93% agreement



Salvage Reirradiation Options for
Locally Recurrent Prostate Cancer:

A Systematic Review

DOSE

consensus?

Salvage therapy details for BT studies.

Zhong et al

Frontiers in Oncaogy
September 2021 | Volume 11 | Article 681448

First author Year Single-centre (1)or Patients BT Technique Radiation Focal or 5 (total dose (Gy)/ dose pe Duration of Adjuvant Follow-up BC (%) Oncologic outcomes
(country) Multi-centre (2 (] Source Whole- fraction/ number of fractions) treatment ADT (mo) (range)
gland
E Loo (LISA) 2007 1 bl HDR 192 Whiaka WG 7 days Mo 18.7 0.8 2oy bRFS 89%
Lyczak {Poland) 2009 1 115 HDR -1 Whala as10/3 9 wiosks MR MR 45 PSA=6) OS5 86% PSA=6) vs 48%
vs 18 PSA=E)
(PSA=5)
Chean (USA) 2013 1 [ HDR 192 Whiaka AwE/6 10 days MR 5.6 5.9 55.7 Syr bAFS 51%, 5-w OS5 92%
154.7)
Kukiaka (Poland) 2014 1 25 HDR with Ir-192 Whiala AT004 63 days Yas (129%) 13 (4-48) MF Z.yr bRFS 74%
intarstitial
hyparthamia
“Yamada (USA) 2014 1 42 HOR Ir-1892 Whala azras4 30 hours Yeas (43%) a8 2-68) 88.5 Syr OS 90.3%
Jiang {Gemmany) 2016 1 = HDR -1 Whala R V] 3 wadks Yas T3 B1-140) 45 S-yr bAFS 45%, 5-w OS 955%
34.5%)
Lacy ISA) 2016 1 bl HDR Ir-102 Whala 108-144 Gy - Yas &1 (10-149) e MR
14.3%)
Wojsaszak 2016 1 a3 HDR -1 Whaia as10/3 28-30 days  Yes (53%) 41 (11-76) [ig Syr OS5 87%
{Podand)
Lopaz (Spain) 2019 2 75 HDR -1 Whala a2 /710 /2.4 - Yes [45%) [ 6r.5 S-yr bRFS 65%
a4 LOFR MR Whiala 145 Gy - Yas 52 [=:] Syr bRFS 79%
(532%)
Chitmanes {UK) 2020 1 50 HDR Ir-192 Focal 1x19 Gy - Yes B9%) 21 (1-53) 46 2oyr BAFS 63%, 3-w bRFS 46%
Slevin (UK) 2020 1 43 HDR -1 Focal 1%19 Gy - Yes (74%) 26 (1-60) ;] Ay bRFS 41.8%
van Son 2020 1 50 HDR MR Ir-192 Uira-focal 1 %19 Gy - Yeas (129%) 31 (13-58) 48 2.5 yr bRFS 51%, mFS 75%, 08
{Nethardands) Guidad ultra- ga9
fowcal)
Kalimaiar (LISA) 2017 1 ar LDR 1254 @%) or  Whaa 125-144 Gy - Yes [46%) 31 o7 &5 Ayr bRFS 60.29% . 3-yr mFS
103-Pd (2% TH.T%
&1 HDR -1 Whala A2/ 8 /4 (n=58), 28 /7 / 4 n=1) A0 hows  Yes [44%)
and 22 /11 4 2 {n=1)
Baumann {LSA) 2017 1 33 HDRADR 103-Pd LDR)  Whas LOR {90-100 Gy) or HDR {20/8/5) NR Yes 81 (7-150) &7 T-yr AFS 67%
and Ir-192 {10019
HDR)
Hordquer Spain) 2014 1 55 HDRADR 1927 1251 Whala HDR: 50.5 / 5.25/ 1-4, LDR: 145 Gy MR Yas 48 (25-104) ] Syr bRFS 77%, 5-w OS 70%
26.8%)
Grado (LISA) 14993 1 1] LDR 1251 (T6%) or  Whala a0-180 Gy - Yes (16%)  41.7 21.8 a4 Ay bRFS 48%, S-w bRFAS 34%,
103-Pd (24%) 185.2) LG 9%
Koutrouwsls (USA) 2003 1 )l LDR 1261 (77%) or  Whaia 100-144 Gy - Mo a0 (12-84) a7 Ayr bRFS 83.9%,
103-Pd (Z3%) Sy bAFS 41.99%
MNguyan (LESA) 2007 1 25 LDR 1251 Whala 197 Gy - Mo 47 (14-75) 72 A-yr bRFS 70%
HK Lea (USA) 2008 1 bl LOFR 108-Pd Whiala G0 Gy - Yas (579%) <] MN& Syr bRFS 38%, S-w OS 81%
Aaronson {USA) 2009 1 24 LDR 125-lor 103-Pd  Whala 148 Gy - Yes 299) 30 (13-65) ar.s 3yr bAFS 89.5% 3-yaar G55
[+52
Burd {LISA) 2010 1 ar LDR 103-Pd (97%) or  Whadla 110-135 Gy - Yas @4%) 85 [2-156) MA S-yr bAFS 65%, Syr OS5 94%,
125-1 4%) Sayr OF 96%
Marman 2010 1 H LDR 125 Whida 145 Gy - MA 108 19 1-yr BAFS 51%, S4yr bRAFS 200,
{MNathardands) Syr OS5 74%, SyrOST72%
Patars 2014 1 20 LGR 1251 Focal 144 Gy - MR a5 (10-45) | 3ywbRFST1%
{Matherands)
Vargas {USA) 2014 1 4] LDR 1251 Whala 100 Gy - Yes @0%) 60 (F-164) 6H.6 Syr OF 6d%, S-yr mFS 90%
Patars 2016 2 [ LDR (Whodks 1251 Whaia 145 Gy - Yoo (34%) T8 5-130) MNA Estimatad 10-yr PCaSS 43%,
{Matherands) Gland) 10-yr OF 34%
Crook (Canada) 2019 2 a LDR 1251 (22%) or  Whala 120-140 Gy - MR 54 ] MR
103-Pd @E%)
Sith (USA) 2020 2 108 LDR 1254 (1%) or  Whaia 100 Gy - Yas 75 (1-228) ] S-yr bAFS 63%, 1047 bRFS
103-Pd (99%) .55 5%
Schonle Germany) 2020 1 o POR -1 Whala /a2 4wesks  Yes (439) 49 (12-129) 65.6 Sy bRFS 65.6%, LC 86.6%
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30
32
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2 - 8 days
1 day
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Salvage brachytherapy: do we have
consensus?

* Patient selection
* LDRorHDR

* Volume

* Dose



Brachytherapy for salvage?

GEC ESTRO HDR guidelines 2013 ABS guidelines 2013

HDR in recurrence : . o .
There 1s a promising data describing the use of HDR

There is limited experience of HDR brachytherapy for locally monotherapy as salvage for localized recurrence after prior
4 Ly aBd {'C‘ 4 L&

recurrent prostate cancer after previous irradiation and this is

not recommended outside a formal prospective study. OAR con- external beam radiation or permanent seed brachytherapy.

straints are critical in this setting. Published schedules (planning The ABS recommends that the use of HDR as salvage

aim) include the following: therapy be limited to Institutional Review Board-
36 Gy in 6 fractions [44]. approved protocols or specialty centers with appropriate
21 Gy in 3 fractions [45]. expertise.

30 Gy in 2 fractions to peripheral zone after 30-40 Gy external
beam [46].

GEC ESTRO HDR guidelines 2023

There remains limited high quality evidence to support salvage
therapy with no consistent patient selection criteria, volume or
dose recommendations. Salvage brachytherapy should therefore
be regarded as investigational to be undertaken within formal
research protocols.

Recommendations:
e Salvage brachytherapy is only recommended within the

context of a clinical trial.

Grade C, Level 4




Do we have consensus?




LEVELS OF CONSENSUS

| can say an unqualified "yes" to the decision.
| find the decision acceptable.

I'm not thrilled but | can live with it

| do not fully agree and need to register my view, but | won't block it.

| do not agree and need to stand in the way of the decision.

| feel we have no clear sense of unity in the group.
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