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Definitionen



Definitionen fur die Kategorisierung des mHSPC

High Low
CHAARTED 2 4 Bone metastasis including 2 1 outside vertebral Not high
(volume) column or pelvis
OR/AND
Visceral metastasis Sweeney C et al. NEJM 2015
LATITUDE 2 2 high risk features of Not high
(risk) . > 3 Bone metastasis

Visceral metastasis
2 ISUP grade 4

Fizazi K et al. NEJM 2017

» Oligometastatische Erkrankung noch nicht ganz klar definiert
« Entweder mit Next Generation- oder konventioneller Bildgebung definiert
« Fallt zumeist in die Kategorie low volume of disease



De novo mMHNPC hat eine schlechtere Prognose

120 Median OS
100 92 4 B Low volume
% i I High volume
E 55.2

60 51.6
% 43.2
- . l
8

0
De novo M1 Prior local therapy

Retrospective analysis of 436 consecutive patients with M1 HSPC treated with ADT
between 1990 and 2013 at the Dana-Farber Institute

- fum Francini E, et al. The Prostate 2018;78:889-95.

OUDARD Stéphane Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




Definition: Oligometastatisches mPC

® Uncontrolled lesion - ~

® Controlled lesion

De novo oligometastases mHSPC Oligorecurrent mHSPC
(synchronous oligoM) (metachronous oligoM)

Thomas ZILLI
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Oligometastatic CRPC (< 5 mets)
Oligoprogressive (induced oligoM)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. m



Systemtherapie des
MHSPC



Die Standardtherapie von Patienten mit mHSPC hat sich entwickelt!
Kombinationen ADT mit ARSIs und/oder Docetaxel

STAMPEDE ARM C?

Docetaxel + ADT

CHAARTED!? ARCHESS® ENZAMET’
Docetaxel + ADT Enzalutamide + ADT Enzalutamide + ADT #*
docetaxel
I .
Data 2014 2015 2017 2018 2019 2021 2022 2024
O O O O O o e

Presented

Therapie-Intensivierung

ARANOTE?0
Darolutamide + ADT

1. Sweeney C, et al. J Clin Oncol. 2014;32(suppl; abstr LBA2). 2. James ND, et al. J Clin Oncol. 2015;33(suppl_15):5001. 3. Fizazi K, et al. J Clin Oncol. 2017;35(suppl; LBA3). 4. Hoyle A, et al. Ann Oncol. ARAS ECll
2018;29(suppl_8; abstr 3982). 5. Chi KN, et al. J Clin Oncol. 2019;37(suppl_15; abstr 5006). 6. Armstrong AJ, et al. J Clin Oncol. 2019;37(7_suppl; abstr 687). 7. Sweeney C, et al. J Clin Oncol.

2019;37(18_suppl; LBA2). 8. Fizazi K, et al. Ann Oncol. 2021;32(suppl_5; LBA5_PR). 9. ClinicalTrials.gov identifier: NCT0279960. Accessed January 2022. https:/clinicaltrials.gov/ct2/show/NCT02799602. Daro|utamide + ADT
10. ClinicalTrials.gov identifier: NCT04736199. Accessed January 2022. https:/clinicaltrials.gov/ct2/show/NCT04736199. 11. ClinicalTrials.gov identifier: NCT05059236. Accessed February 2022.

https://clinicaltrials.gov/ct2/show/NCT05059236. 12. Sweeney C, et al. N Engl J Med. 2015;373(8):737-746. 13. Fizazi K, et al. N Engl J Med. 2017;377(4): 352-360. 14. Armstrong A, et al. J Clin Oncol.
2019;37(32):2974-2986. 15. Karantanos T, et al. Oncogene. 2013;32(49):5501-5511.



https://clinicaltrials.gov/ct2/show/NCT02799602
https://clinicaltrials.gov/ct2/show/NCT04736199
https://clinicaltrials.gov/ct2/show/NCT05059236

Kombination ist wichtig - Phase Illl Doublet Trials bei mHSPC

De novo M1 Median FU* HR Median OS*

CHAARTED'! DOC vs ADT 790 76% 53.7 0.72 57.6vs47.2 10.4
STAMPEDE? DOC/P vs ADT 1,086 95% 78.2 0.81 59.1vs43.1 16.0
GETUG 15° DOC vs ADT 385 71% 83.9 0.88 62.1 vs 48.6 13.5
LATITUDE* ABI/P vs ADT 1,199 100% 51.8 0.66 53.3vs 36.5 16.8
STAMPEDE® ABI/P vs ADT 1,002 94% 40.0 0.61 NR NR
TITAN® APA vs ADT 1,052 81% 22.7 0.67 NR NR
ENZAMET’ ENZA vs ADT 1,125 61% 34.0 0.67 NR NR
ARCHES® ENZA vs ADT 1,150 67% 14.4 0.81 NR NR

ABI: abiraterone; ADT: androgen deprivation therapy; APA: apalutamide; DOC: docetaxel; ENZA: enzalutamide; FU: follow-up; HR: hazard ratio;

M1 HSPC: metastatic hormone-sensitive prostate cancer; NR: not reached; OS: overall survival; P: prednisone

1. Kyirakopoulos CE, et al. J Clin Oncol. 2018;36:1080-7; 2. Clarke N, et al. Ann Oncol. 2019;30:1992-2003; 3. Gravis G, et al. Eur Urol. 2016;70:256-62;
4. Fizazi K, et al. Lancet Oncol. 2019;20:686-700; 5. James ND, et al. N Engl J Med. 2017;377:338-51; 6. Chi KN, et al. N Engl J Med. 2019;381:13-24;
7. Davis ID, et al. N Engl J Med. 2019;381:121-31; 8. Armstrong A, et al. J Clin Oncol. 2019;37:2974-86.



Arches Trial: Post hoc Analyse: Oligo- versus
polymetastatische Erkrankung

Endpoint,
HR (95% CI)b
0.17 0.24 0.21 0.16 0.22 0.35
rPFS® (0.02, (0.07, (0.08, (0.06, (0.10, (0.22,
1.48) 0.87) 0.56) 0.42) 0.47) 0.57)
Time to PSA 0.14 0.09 0.16 0.12 0.11 0.13
. (0.03, (0.02, (0.06, (0.05, (0.04, (0.06,
progression
0.63) 0.40) 0.41) 0.31) 0.28) 0.27)
Time to castration 0.13 0.15 0.17 0.15 0.17 0.27
(0.03, (0.05, (0.07, (0.07, (0.09, (0.17,
resistance 0.60) 0.44) 0.38) 0.33) 0.34) 0.43)
Time to initiation
of new 0.40 0.45 0.40 0.33 0.29 0.29
(0.10, (0.16, (0.17, (0.14, (0.13, (0.16,
antineoplastic 1.60) 1.31) 0.94) 0.75) 0.66) 0.51)

therapy

30ligometastatic mMHSPC was defined as 1-<5 bone metastases; polymetastatic mHSPC was defined
as =6 bone metastases; PHR < 1 favors ENZA + ADT; HR > 1 favors PBO + ADT; °Number of patients in
subgroup who received ENZA + ADT; 9Number of patients in subgroup who received PBO + ADT;
€Assessed by independent central review, or death, within 24 weeks of treatment discontinuation. Cl =
confidence interval; HR = hazard ratio; PSA = prostate-specific antigen.

Amstrong AJ. et al. 2021 ASCO Annual Meeting J Clin Oncol 39, 2021 (suppl 15; abstr 5071)



https://meetings.asco.org/abstracts-presentations/search?q=*&filters=%7B%22meetingTypeName%22:%5B%7B%22key%22:%22ASCO%20Annual%20Meeting%22%7D%5D,%22meetingYear%22:%5B%7B%22key%22:%222021%22%7D%5D%7D

PEACEL: Tripel Therapie ADT+Docetaxel +/-AAP+/-RTX
OS in high vs low volume disease

E ADTwith docetaxel population with
low-volume metastatic burden

100 —
g 80
S 604
c
=
= 40 —
@
& 20-
HR 0-83 (95-1% CI 0-50-1:39); p=0-66
0 I I I I I
0 a 2 3 4 5

. Time since randomisation (years
Number at risk y )

SOCwithout 123 119 110 71 39 12
siraterone groups

SOCplus 131 127 116 80 41 9
siraterone groups

F ADT with docetaxel population with
high-volume metastatic burden

HR 072 (95-1% Cl 0-55-0-95); p=0-019

T | I I |
0 i | . 3 4 5

Time since randomisation (years)

232 210 171 101 39 6

224 201 171 103 57 16

Fizazi K. et al. The Lancet Volume 399, ISSUE 10336, P1695-1707, April 30, 2022



https://www.thelancet.com/journals/lancet/issue/vol399no10336/PIIS0140-6736(22)X0017-2

ARASENS: Tripel Therapie ADT +Doce +/- Dara
OS in high vs low volume disease

High-Volume Low-Volume
(DARO, n=497; PBO, n=508) (DARO, n=154; PBO, n=146)
10 100, Darolutamide + ADT + docetaxel
9 Darolutamide + ADT + docetaxel 90 Median, NE (95% CI: NE-NE)
Median, NE (95% CI: 50.3 mo-NE) _
__ 8 804
T 7 b 701 Placebo + ADT + docetaxel
% 6 E 60 Median, NE (95% CIl: NE-NE)
@ Placebo + ADT + docetaxel ‘3
o 5 Median, 42.4 mo (95% CI: 39.7-46.0) o 0]
= 4 é 40
2 ]
g 3 § 30
® ®
o 2 o 204
HR: 0.69 HR: 0.68
(95% CI: 0.57-0.82) (95% Cl: 0.41-1.13)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

N {high- fienis at Months ‘ . . Months
Darolutamide 497 494 486 479 462 449 429 408 389 378 356 341 326312285 19310343 6 0 0 Darolutamide 154 151 151 148 146 144 141 140 136 131 130 127 126 124 117 74 36 13 3 O
Placebo 508502 491460 444430401 378 358341 319304 286260233153 72 23 4 1 (0 Placebo _148 144 139 138 136 135 134 132 130129 122 120 116 114 107 65 _35 14 2 0

+  Inthe smaller low-volume subgroup, the results were
Hussain M, et al. J Clin Oncol. 2023. doi:10,1200/1C0.23.00041., suggestive of a survival benefit



Radiatio der Prostata

bei de-novo mHSPC low volume



STAMPEDE ARM H: Radiotherapie der Prostata bel
Patienten mit mHSPC

Low burden High burden
Low burden | o\ SOCHRT High burden
<4 Bone metastasis - >4 Bone metastasis
AND (21 outside vertebral column or
No visceral metastasis “ — s 50C by Hagen Mo ] 0y e e SOGHRT ”3':’

Visceral metastasis

vvvvvvvvvvvvvvvvvvv

HR: 0.68 (95% Cl 0.52-0.90); p=0.007
3 year OS (%): SOC =73%
SOC+RT =81%

HR: 1.07 (95% CI 0.90-1.28); p=0.420

3 year OS (%): SOC = 54%
SOC+RT =53%

36Gy/6 fractions/6 weeks or 55Gy/20 fractions/4 weeks
Schedule nominated before randomisation

Parker CC et al. Lancet 2018



Behandeln wir den Primartumor und die Metastasen?

PRIMARY TO
METASTASES
SEEDING

= A22 -3 |

METASTASES TO
METASTASES
SEEDING

Gundem G et al. Nature. 2015
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“Good news! The exploratory surgery
turned up negative!”

Herausforderung: Bildgebung

Konventionelle Bildgebung versus PSMA-PET-CT



ProPSMA Studie — Randomisertes Staging Showdown

FALSE POSITIVE
metastatic disease

N

CT/BS
9 PSMA |

, |

23% VS 7%

CTBS  PSMA 9 v, - "
g

23% VS 7%

CT/BS  PSMA
\ y

Hofman MS et al, Lancet 2020, Apr 11;395(10231

AN AS CO m g
ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.or

PSMA PET /CT 27% greater accuracy
than conventional imaging

95%C| 60-69° 65%' @JS »Cl 88-95%

PSMA

CT+
WBBS with SPECT/CT

25 50 75
Accuracy (AUC ROC)

100

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



MHSPC Volumen bestimmt mit PSMA-PET-CT

CHAARTED CHAARTED LVD CH/m?DTED
3-year OS co oo w omeo o woo o e

Volume

PSMA-PET

diss* [EellleleNeIe[ES M1
<40 ml pElonl
Volume PET LVD PET HVD

oligo C

miTNM &

13% misalignment

40mL the optimal cut-off

Low
between CT-based <400ymL RPN
CHAARTED low vs. high
burden disease

Barbato F et al JNM 2021 62(12))




Systemtherapie der Oligometastatischer
Erkrankung

« Synchron Oligometastasiertes mHSPC das auf Basis einer PSMA-PET CT

Untersuchung diagnostiziert wird, ist moglicherweise in der konventionellen
Bildgebung nicht detektierbar

« Up-Staging von manchen Patienten mit hoch-Risiko lokalisierter Erkrankung zu
metastasierter Erkrankung durch PSMA-PET-CT

High-risk localized Oligometastatic Low-volume High-volume

: metastatic on metastatic
disease on PET-PSMA CT/bone scan disease




Systemtherapie der Oligometastatischer Erkrankung

Low-volume High-volume
metastatic on metastatic
CT/bone scan disease

High-risk localized Oligometastatic
disease on PET-PSMA

Local therapy to all visible lesions feasible




Systemtherapie von Oligometastatischer Erkrankung

Indolente Biologie Aggressive Biologie

« Manner, die ein sehr kleines Risiko « Frih im Krankheitsverlauf mit Next
haben, an mPC zu sterben Generation Bildgebung entdeckt

« Manner, die hohe « Manner, die eher von einer
Wahrscheinlichkeit haben, von Intensivierten Systemtherapie
einer lokalen Therapie zu profitieren
profitieren

* Bei denen die Systemtherapie
hinausgezogert oder de-eskaliert
werden kann




Metastasen-zielgerichtete Therapie MDT

Standard of Care
B Intensification with MDT Second Line Second Line

Total Disease Activity

Time
I
Hormone Naive Castrate Sensi Castrate Resistant

2: L IT——

Kucharczyk MJ et al. Radiother Oncol 2020



Fallprasentation

e Patient, 77a
c ECOGO

* DV assistierte RPE (17.08.2015)
« Histo: Adenoca d. Prostata, pT3a, pNO (0/13), L-0, V-0, Pn-1, R1, GS 7(4+3)

« Salvage RTX der Prostataloge bei biochem Rezidiv (3-4/2019)
« SBRT eines PSMA pos. Pelvinen Lymphknoten (03/2020)
 PSA Anstieg von (03/20) 3,7 auf (7/20) 5,43

« PSMA-PET 07/2020 zwel neue PSMA positive Lymphknoten pelvin
Hohe L/3-4 SUV max 8,5 aulRerhalb des SBRT Bereichs,
Knochenherd HWKS3 unklar

* Bisher hormonnaive



Fallprasentation

* mMHSPC low volume, low risk (Gleason 7, M1a)

 Pat will keine neuerliche SBRT der neuen pelvinen
Lymphknoten, wegen Verstarkung der Inkontinenz nach SBRT

3/20

 Einleitung ADT mit Trenatone plus Apalutamid 60mg 0-0-4
(8/20)

 PSA-ADbfall auf <0,01 10/20 im Sinne kompl. PSA-Response 6
Wochen nach Einleitung von ADT plus Apalutamid

« PSMA PET CT 17.05.21 PSMA negativ und radiologische CR
« Seither anhaltende PSA-Response <0,01 (zuletzt 9/23)



Systemtherapie von Oligometastatischer Erkrankung

Low-volume High-volume
metastatic on metastatic
CT/bone scan disease

High-risk localized Oligometastatic
disease on PET-PSMA

Local therapy to all visible lesions feasible

SIA
SINGAPORE
MA Deborah Mukherji Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Therapieoptionen bei de-novo Oligometastatischen
MHSPC

Low-volume High-volume
metastatic on metastatic
CT/bone scan disease

) CC——————
STAMPEDE MO: ADT + AAP

High-risk localized Oligometastatic

disease on PET-PSMA




STAMPEDE MO (bone scan/CT): ADT 3a+24mo AAP
+/- Enza

Prostate cancer specific survival Progression-free survival
1.0 1.0
ADT + AAP +/- ENZ
ADT + AAP +/- ENZ
0.8 0.8
Newly-diagnosed -
Any of: - ‘;
* Node-Positive S 2
. 22 0f: Stage T3 or T4 ).~
PSAZ40ng/m| g 0.6 a 0.6
Gleason 8, 9 or 10 “n 8
. =
o -
- > c
Relapsing after pravious RP or RT All patients & o 0
Any of: Written informed consent B 0.4 2 Y
« Node-positive Fit for all protocol treatment g H R: 0.49 g H R: 0 _44
« PSAz4Ang/ml, rising & doubling time <6m [ it for follow-up o E
P a 0, & 0, =
sizadadiyian) Full criteria: www.stampedetrial.org 0.2 95% CI 0.37-0.65 Events 0.2 95% CI  0.36-0.54 Events
P value 1.3x10-6 73 ADT+ AAP +/- ENZ P value 5.2x10-15 138 ADT+ AAP +/- ENZ
142 ADT 277 ADT
o 12 24 36 48 60 72 84 9 108 [ 12 24 36 48 60 72 84 9% 108
ADT Months since Randomisation Months since Randomisation
At-risk 988 973 946 894 831 600 362 197 63 10 At-risk 988 940 879 811 734 517 301 157 47 8
Censored 0 13 26 50 80 287 505 657 786 836 Censored 0 12 20 42 67 248 435 564 666 703
Event 0 16 4 77 101 121 134 139 142 Event 0 36 89 135 187 223 252 267 275 277
ADT+AAP+/-ENZ
At-risk 986 954 927 895 857 639 384 204 74 16 At-risk 986 942 911 873 825 598 351 186 69 14
Censored 0O 28 45 64 9 298 545 714 839 897 Censored 0 28 44 62 86 284 513 665 780 834
Event 0 4 14 27 39 49 57 €8 73 73 Event 0 16 31 51 75 104 122 135 137 138

6-year prostate cancer specific survival improved from 85% to 93%

6-year OS improved from 77% t0 86% |




Therapieoptionen bei de-novo Oligometastatischen
MHSPC

High-risk localized Oligometastatic nl;g}c’;-s:fcgltli](;n oen H,?Qt;’g:&e
disease on PET-PSMA CT/bone scan disease
 ——————————————————— —
STAMPEDE MO: ADT + AAP STAMPEDE M1: AAP/docetaxel

LATTITUDE: AAP
CHAARTED: docetaxel
ENZAMET/ARCHES: ENZA
TITAN: APA

PEACE-1: docetaxel + AAP
ARASENS: docetaxel +DARO



Metachrones
Oligometastatisches mHSPC

Metastasen-zielgerichtete Therapie mit SBRT



Metachrones oligometastatisches Rezidiv:
MDT vs. Observation

STOMP trial ORIOLE trial
100
1m . ADT_free surviva' _sufv ProgreSSion at 6 mo:
90% ' 21 mo MDTvs. 12 mo Surv | -~ MDT 19% SBRTvs. 61% Obs
'g 80% § 80-
s 70% g
» 60% 3 60
g 50% g
T 40% 34% “é Observation
- S 40+
ot :
o
o
10% | 8% & 201
< " ~ a HR, 0.30; 95% C1, 0.11-0.81; P=.002
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 Y ' ;
Time (months) 0 6 12 18 24
Time from randomization, mo
Surv.31 24 20 12 10 8 7 &5 5§ 4 1 0 0 0 O No. at risk
SABR 36 26 13 g 2
MID3T 20 22 177 13 M1 1% 11 12 9 o B8 & 1 0 Observation 18 g 1 1 0

Ost et al. JCO 2018 — ASCO GU 2020; Philips R et al. JAMA Oncol 2020



ORIOL: Einfluss des Mutationsstatus auf
PFS- Benefit der SBRT

A | Patient and tamor characiesistics

High sk mutatson poutive High-tish mutatson negatsve
Treatmest am Trestmentt 3= Progresson
Progrisscn : [ coservcon [l ¥
o 30 | BN One
t‘ 20 "
g 10 B PFS for patients without high-risk mutations [ €] PFS for patients with high-risk mutations
0
1.0 50 Ll 1 al 1.0
SABR
5 ™5 VataLor type
3 A — og{ 0.5
; i - Bl vasense-svar-spe z
5 e Dmn SABR
2 . B Germiine runcamg pamomni: 5 0.6 2 0.64 I
1 . d
[ W Observation v
- - N— . —— = & Dbservation
Other mattatices, . I 15X R | FiFE] 0.44 0.4
0,24 02
Log-rank P= 01 Log-rank P=_ 62
0 v - T - y 0 - - - - )
0 3 12 18 24 30 0 6 7] 18 24 30
Time from randomization, mo Time from randomization, mo
No. at risk No. at risk
Observation & 2 0 0 0 0 Observation 2 1 0 0 0 0
SABR 3 g 6 3 2 0 SABa 5 3 [} 0 0 0

PFs'beneﬁt from SBRT mainly in patients witholut high-risk mutations
Role for systemic therapiesin case of high-risk mutations?

Philips R et al. JAMA Oncol 2020



Tiefer PSA Response



Konsistente Daten zum prognostischen Wert der
tiefen PSA-Response bel mHSPC

e
0.9+ . S —— —_— Median, NE (95% CI, NE-NE)
i N ‘—‘M

%ur , o

£ il Darolutamide + ADT + Docetaxel e ——

@ 057

& oal Detectable PSA at 24 weeks

§ o Median, NE (95% CI, 35.9-NE)

w
o1 I ] Depth of PSA response in TITAN correlates with OS
00t - - - - T - - - T T T

0 3 6 9 12 15 18 21 24 27 30 33 36
Number of patients at risk Months
1 37 n7 M7 35 313 n 305 296 287 2719 213 267 260 2

Ao e W e W W e e OS by Achievement of PSA Decline with Apalutamide + ADT

PSA decline 2 50% 100+ . PSAdeclinez 30% 100 gy

PSAS02ng/ml
— .
10 . - . . Median: NR
-y LY - PSA decline 2 90% -
- PSA decline 2 50" » h
4 Median: NR
0 Y a Median; NR " e "
- -
- 0 - - 501 .
z” z ~— B
g |- e 8 . g L,
a0 - . 40 Without PSA decline 290% - a
Without PSA decline 2 50 Median: 45.2 mo Without PSA $ 0.2 ng/mL
o Median: 35.0 mo w0l 20 Median: 30.0mo
[ 1i: 0.38 (5% €1, 0.25-0.59); P < 0.0001 | nl:u.upsﬁu,n_u-a.m;r(u.M1] HR: 0.17 (95% C1, 0.13-0.23); P < 0.0001 I
[ - . I T T s
1 6 8 2215 1821 24 37 30 33 36 39 42 45 48 51 54 &7 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 3 6 91215182124 27303336 394245 485154 57
Futients 0 vk wah /it A D 0% 4 MOR Patinets at iab with wthout FIA £ 9% 4 Moaths Batince ot ok et mithnt 1A 10 1 Months

SINGAPORE SIA
2022 Deborah Mukherji [ ) chi '.m, et al. AUA 2021. Presentation PD34. Prostate-Speciﬂ.c Antigen Kinetics in Patients With Advanced Prostate Cancer Treated

With Apalutamide: Results From the TITAN and SPARTAN Studies use.



Prognostischer Wert der tiefen PSA-Response

Sollen wir PSA-Response fur die De-Eskalation der Behandlung verwenden?

I Stop systemic therapy
T
Ollgometastatlc HSPC

RT + systemlc therapy

Continue systemic
pSA >0.2 after 8m therapy



Studie: DE-ESCALATE

Progression (defined as investigator
= decision to start next OS prolonging drug)

mHNPC

PSA < 0.2 ng/mL after 6 to 12
months of ADT + ARPI
Stratification

» ADT + ARPI

» ADT+ ARPI+ docetaxel

* ADT+ ARPI+ radiotherapy

Death

o~
L=,
@
N
—
—
O
©
-
3
'

il VMAB B4 MAB &

v Treatment reinitiated at investigator discretio
v Resuspended if PSA< 0.2 ng/mL

Endpoints.;
Co-Primary (hierarchical)

1. Proportion of patients who did not restan ADT treatment
at one year

2. Overall suraval
mHNPC: metastatic hormone naive prostate cancer patients o Snvive

Seconda:
ARPI: androgen receptor pathway inhibitor =econdary

1. QoL (EQ-5D-5L)
MAB: Maxmum androgen blockade 2. Time spent on treatment

3 Time to naxt svstamic nrostate cancer therapy



Fallprasentation: Intermittierende ARSI

RTX SBRT ADT+APA

PSA Verlauf
Loge LN 36mo

A\ > < P G G G

6mo TX-Pause 16mo 3mo 5mo 6mo

w S

PSA Spiegel ng/mL

Metabole CR




Oligometastatic prostate cancer ADVANCED PROSTATE CANCER
CONSENSUS CONFERENCE
www.apccc.org

168. For the majority of patients with low-volume/oligometastatic synchronous mHSPC and 1-3
bone lesions on next-generation imaging what is your treatment recommendation?

1. Systemic therapy alone

2. Systemic therapy plus local treatment
of the primary

3. Systemic therapy plus local treatment
of the primary and MDT

4. Local treatment of the primary and
MDT without systemic therapy

5. Abstain/unqualified to answer

Option 4 Option 1
4%

Option 2
33%

Option Votes

Option 1 2
Option 2 34
Option 3 63
Option 4 4
Option 5 1
Total votes 104

Preliminary results. For interpretation of results please refer
to publication, which will follow shortly after APCCC 2022

© APC Society (apccc.org)
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169. If you voted for systemic therapy plus local treatment for the majority of patients with low-
volume/oligometastatic synchronous mHSPC e.g. 1-3 bone lesions on next-generation imaging

what is your treatment recommendation? Ssion3
2%
1. ADT plus AR pathway inhibitor Op;i;n 2.
(Abi/Apa/Enza)

2. ADT plus Docetaxel

3. ADT plus Docetaxel plus an AR
pathway inhibitor (Abi/Apa/Daro/Enza)

4. ADT alone :
Option Votes
5. Abstain/unqualified to answer s 8p::g:; 82
(including | don’t recommend the Ogﬂon 3 2
combination of systemic plus local Option 4 7
therapy in this situation) Option 5 8
Total votes 104

Preliminary results. For interpretation of results please refer
to publication, which will follow shortly after APCCC 2022

© APC Society (apccc.org)



Systemische Therapie von Patienten mit
oligometastastischem mHSPC

* Die interdisziplinare Behandlung ist entscheidend
* Der Standard fur M-1 Patienten bleibt die ADT plus ARSI

 Patienten mit indolentem mHSPC low volume haben maoglicherweise
eine Heilungschance mit intensivierter interdisziplinarer

Behandlung entsprechend einer RTX des Primarius und SBRT der
Metastasen in Kombination mit dualer Antihormontherapie

« PSMA-PET ist sensitiver und spezifischer als konventionelle
Bildgebung und sollte vor der Indikationsstellung lokaler
Therapiemalihahmen eingesetzt werden

* Wir sollen Patienten weder unter- noch uberbehandeln




Die Zukunft der Behandlung des Oligometastastischen mHSPC

CLINIC

De novo oligometastases mHSPC  Oligorecurrent mHSPC

(synchronous oligoM)

Thomas Zilli

(metachronous oligoM)

Oligometastatic CRPC (= § mets)
Oligoprogressive (induced oligoM)

MOLECULAR IMAGING
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Content of this presentation is copyright and responsibility of the author. Permission is required for re-use. M
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Do Bone Scans Over Stage Disease Compared to PSMA
PET? An international multicenter retrospective study
with blinded independent readers

Wolfgang P. Fendler®>, Thomas A. Hope,'? Fei Jiang ,* Daniel Thompson,?
Francesco Barbato,®” Roxanna Juarez,! Miguel Hernandez Pampaloni,?
Martin Allen-Auerbach ,? Pawan Gupta,®> Matthias Benz,?> Jeremie Calais?

 17% patients M1b on PSMA Imaging Results in 167 Patients
30% M1b on Bone scan. Initial staging BCR/CSPC  CRPC Overall
Bone scan vs PSMA PET comparison
Both + (TP) 10 (13) 7(28 21 (70) 48 (29)
Both - (TN) 51 (66) 28 (47 5(17 84 (50)
« 57% of positive bone scan e i e o A . i

findings at staging bone scan
false positive.

PPV

 |nsufficient numbers to NPV
evaluate findings in mCSPC. Specificity

2u ASCQ BRI
ANN TIN Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org



De Novo mMHSPC: Low Volume

Living NMA: Kein Hinweis flr konsistenten Benefit durch Zugabe von Docetaxel zu ADT+ARSI

= FORESTPLOT £ Select comparator: | D+ADT v| i P-Score PLOT
Comparison vs ‘D+ADT" 1
0.79
Treatment HR  95%Cl 08
AAP+ADT - 070  [0.45;1.09] 0.6
AAP+D+ADT - 0.83 [0.50; 1.38]
ADT . 106  [0.77;1.47] 0.4
DARO+D+ADT - 0.76 [0.45; 1.28] 0.2
E+ADT - 0.66 [0.40; 1.09]
E+D+ADT - 0.57 [0.29; 1.12] 0 -
- :

1 1 1 1 LI
04 06 08 1.0 12 14
Dynamic forest plots are generated by users input. Select reference

D +ADT

— —
O O
<L <L
B B
() L
+

w

AAP +ADT

treatment dynamically using the dropdown options at the top right comer
of panel.

AAP 4D +ADT

DARO+D +ADT

PR ] DR S o T

Caveats: APA + ADT shorter follow-up than Enza + ADT + Doc with ENZAMET
APA and Enza (ARCHES) only includes patients not progressing after ADT + docetaxel run-in; ? Selection for better pts

O T

Riaz et al.. 2023;9(5):635-645. https://mespce.living-evidence.com/ ;
Data presented to be updated on the website; Bossie et al ASCO 2023




De Novo mHSPC: High Volume

Living NMA: Konsistenter Benefit durch Zugabe von Docetaxel zu ADT+ARSI

l~ P-Score PLOT
= FOREST PLOT N

Comparison vs ‘D+ADT’
Fixed Effect Model

0.8 4

Treatment ,l HR  95%Cl B
AAP+ADT 097  [0.72:1.30] 0.4-
AAP+D+ADT —e—— 072  [055:0.95]
ADT . 159 [1.23;2.04] = o
DARO+D+ADT —— 070  [0.57:0.84] oI — — — — — ;
E+ADT fe 103 [0.74;144] 3 3 < 3 3 3 <
E+D+ADT . 079  [0.57:1.10] 2 3 < 2 . .
% Z
| I Ll 1 1 1 1 |} | O
06 08 10 12 14 16 18 20
“Triplet” “Doublet”
Note: Does not include apalutamide due ADT +Doc  ADT + Doc
to no concurrent ADT + docetaxel in TITAN +ARSI or ADT + ARSI

Riaz et al. Supplement, JAMA Oncol. 2023;9(5):635-645.
https://mcspe.living-evidence.com/

Courtesy of Chris Sweeney



Konsistent Daten zum prognostischen Wert der
tiefen PSA Response bel mHSPC

Overall survival according to 8m-PSA - Overall population @

8m-PSA

8m-PSA
ADT +/-D - :féTL ADT +/- D + AAP <02 ng/ml
i (n=246)
M(;‘;i;"ély) NE (4.8-NE) 3.5(3.1-4.1) Median,y Lo oo o) 3.4(2,8.39)

100% 100% (95% C1)
P value <0.0001 P value <0.0001
80% 80%

e 60% s 60%
2 =1
[} "
i [
g 40% g 40%
o (o}
20% 20%
0% 0%
0 1 2 3 4 5 0 1 2 3 4 5
Time from 8m-PSA assessment (in years) Time from 8m-PSA assessment (in years)
£02ng/mL 116 109 99 76 40 16 <0.2ng/mL 246 230 204 153 88 42
>02ng/mL o0 317 5 146 78 ) >02ng/mL 210 174 141 80 16

mm’ Gwenaelle Gravis Content of this presentation is copyright and responsibility of the author. Permission is required for re-use
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