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Prostatakarzinom — Epidemiologie (2019)

Absolute Zahl der Neuerkrankungs- und Sterbefille, ICD-10 C61, Deutschland 1999—2016/2017,
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Prostatakarzinom — Epidemiologie (2019)
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Normales Prostatagewebe:
Driisen gewunden und verzweigt,
dazwischen Muskulatur und Bindegewebe

Gleason Grad 1:
Scharf begrenzter Knoten, Driisen
gleichférmig, dicht gepackt und mittelgro

Gleason Grad 2:
Nicht ganz scharf begrenzter Knoten,
Drisen lockerer und ungleichmagiger

Gleason Grad 3:
Unscharfer Knoten, Drisen klein und
ungleichmagig, evtl. kleine solide Bezirke

Gleason Grad 4:

Tumorbereich unscharf, Drisen meist
ohne Innenraum, verschmelzene Drusen,
solide Bezirke

Gleason Grad 5:

Tumorbereich unscharf, keine klaren
Drisen, solide Bezirke, weitere
Veranderungen

Prostatakarzinom:

Gleason Grading

e Grade 1 und?2

werden nicht mehr

vergeben

www. prostata.de



Prostatakarzinom: Grading nach ISUP

* Berechnung aus 2 Biopsien
* Addition des haufigsten + des schlechtesten Grades

* Grade 1 und 2 werden nicht mehr vergeben

Grade group Gleason score and pattern

1 Grade 6 (3+3)

2 Grade 7 (3+4)

3 Grade 7 (4+3)

4 Grade 8 (4+4, 3+5, or 5+3)

5 Grade 9 or 10 (4+5, 5+4, or 5+5)

ISUP: International Society of Urological Pathology.
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ESMO-Leitlinie 2020:
Diagnhostik und

Staging

J
l 4—[ Other factors® ]
N )

i

vV

Advanced/metastatic disease ]

vV (
[ No Biopsy ] Biopsy
. J
—
Positive
\ J
|
B —
Localised disease [
\ v
| |
M 0 )
Low risk Intermediate risk ngh risk
T1-T2a and GS <6 T2b and 6S=7 >T2¢ or 6S=8-10 -:>
and PSA <10 and/or PSA 10-20 or PSA >20
- | ~ |
\_ . WV,

\7

V

Staging:
Technetium bone scan
and thoraco-abdominal CT scan
or whole-body MRI
or PSMA PET-CT

3 Risikogruppen

DAmico AV et al, JAMA 1998,;280:969-974

Parker C et al (ESMO), Ann Oncol
2020;31:1119-1134



Risk stratification schema for localized prostate cancer, according to the
National Comprehensive Cancer Network (NCCN)

T o Prostatakarzinom:
Very low = Tic AND L]
= Grade group 1 AND
= PSA <10 ng/mL AND ° ° ° ° °
= Fewer than 3 prostate biopsy fragments/cores positive, <50% cancer in each R I S I O St ra t I I a t I O n
fragment/core AND
= PSA density <0.15 ng/mL/g
Low = T1to T2a AND
= Grade group 1 AND I l a C
= PSA <10 ng/mL AND
= Does not qualify for very low risk
Favorable = No high or very high risk features

intermediate

= No more than one intermediate risk factor:
e T2b to T2c OR
e Grade group 2 or 3
e PSA 10 to 20 ng/mL

AND

= Grade group 1 or 2
AND

= Percentage of positive biopsy cores <50%

Unfavorable
intermediate

= No high or very high risk features

= Two or three of the intermediate risk factors:
e T2bto T2c
e Grade group 2 or 3
e PSA 10 to 20 ng/mL

AND/OR

= Grade group 3
AND/OR

= >50% of positive biopsy cores

High

= No very high risk features
AND

= T3a OR
= Grade group 4 or 5 OR
= PSA >20 ng/mL

Very high

= T3b to T4 OR

= Primary Gleason pattern 5 OR

= Two or three high-risk features OR
= >4 cores with Grade group 4 or 5

PSA: prostate-specific antigen.



American Cancer Society:
Risikokategorien fur lokal begrenzte Erkrankung

Very-low-risk group
cT1lc, G1 (Gleason score < 6), PSA level < 10
Low-risk group
cT1 to cT2a, G1 (Gleason score < 6), PSA levels < 10
Intermediate-risk group (favorable or unfavorable)
cT2b or cT2c and/or G2 or 3 (Gleason score 7) and/or a PSA level 10-20 ng/ml
High-risk group
cT3a or G4 or 5 (Gleason score 8-10) or PSA level > 20
Very-high-risk group
cT3borcT4
Gleason score 9 or 10 or G5
2 or 3 of the features found in the high-risk group
> 4 biopsy pieces are G4 or 5 (Gleason score 8-10)

https://www.cancer.org/cancer/types/prostate-cancer/detection-diagnosis-staging/risk-
groups.html



Prostate cancer TNM staging AJCC UICC 8th e

Primary tumor (T)

Clinical T (cT)
T category T criteria
T Primary tumor cannot be assessed
TO No evidence of primary tumor
T1 Clinically inapparent tumor that is not palpable
Tia Tumor incidental histologic finding in 5% or less of tissue resected
Tib Tumor incidental histologic finding in more than 5% of tissue resected
Tic Tumor identified by needle biopsy found in one or both sides, but not palpable
T2 Tumor is palpable and confined within prostate
T2a Tumor involves one-half of one side or less
T2b Tumor involves more than one-half of one side but not both sides
T2c Tumor involves both sides
T3 Extraprostatic tumor that is not fixed or does not invade adjacent structures
T3a Extraprostatic extension (unilateral or bilateral)
T3b Tumor invades seminal vesicle(s)
T4 Tumor is fixed or invades adjacent structures other than seminal vesicles such as external sphincter, rectum, bladder,

levator muscles, and/or pelvic wall

Prostatakarzinom:
TNM
(AJCC/UICC 8t ed)

Pathological T (pT)

T category T criteria
T2 Organ confined
T3 Extraprostatic extension
T3a Extraprostatic extension (unilateral or bilateral) or microscopic invasion of bladder neck
T3b Tumor invades seminal vesicle(s)
T4 Tumor is fixed or invades adjacent structures other than seminal vesicles such as external sphincter, rectum, bladder,

levator muscles, and/or pelvic wall

NOTE: There is no pathological T1 classification.
NOTE: Positive surgical margin should be indicated by an R1 descriptor, indicating residual microscopic disease.

Regional lymph nodes (N)

N category N criteria
NX Regional nodes were not assessed
NO No positive regional nodes
N1 Metastases in regional node(s)

Distant metastasis (M)

M category M criteria
Mo No distant metastasis
M1 Distant metastasis
Mia Nonregional lymph node(s)
M1b Bone(s)
Mic Other site(s) with or without bone disease

NOTE: When more than one site of metastasis is present, the most advanced category is used. M1c is most advanced.

Prostate-specific antigen (PSA)

PSA values are used to assign this category.

PSA values

<10
210 <20
<20
=20

Any value

Histologic grade group (G)

Recently, the Gleason system has been compressed into so-called Grade Groups.

Grade Group Gleason score Gleason pattern
1 <6 <343
2 7 3+4
3 7 a+3
4 8 4+4, 345, or 5+3
5 90r 10 4+5, 5+4, or 5+5

TNM: tumor, node, metastasis; AJCC: American Joint Committee on Cancer; UICC: Union for International Cancer Control.

Used with permission of the American College of Surgeons, Chicago, Iilinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition (2017) published by Springer
International Publishing. Corrected at 4th printing, 2018.



Localised disease Low risk Active surveillance
Brachytherapy

o ESMO-Leitlinie 2020:
intermediate fsk ::dical RT + neoadjuvant ADT Sta d i e n g e re C h te
Brachytherapy

Active surveillance o
High risk Long-term ADT + radical RT T h erd p e
+ neoadjuvant docetaxel
RP + pelvic lymphadenectomy
Locally advanced Neoadjuvant ADT + radical RT +
disease adjuvant ADT
+ neoadjuvant docetaxel
RP + pelvic lymphadenectomy
MO CRPC High risk ADT + apalutamide
ADT + darolutamide
ADT + enzalutamide
Metastatic Hormone-naive ADT + abiraterone
disease ADT + docetaxel
ADT + enzalutamide <
ADT + apalutamide ((\e
RT for low volume
ADT alone for frail patients who ,‘
cannot tolerate the above P‘O %e
treatments ‘\\,e(
Bone health agent \‘\\e
Castration-resistant Abiraterone
(first line) Docetaxel
Enzalutamide
223Ra for patients unfit for
above treatments (and
bone-only metastases)
Second line or post-  Abiraterone

docetaxel Cabazitaxel
Enzalutamide
223
L Ra Parker C et al (ESMO), Ann Oncol
Ra, radium-223; ADT, androgen deprivation therapy; MO CRPC, non-metastatic ] ]
castration-resistant prostate cancer; RP, radical prostatectomy; RT, radiotherapy. 2020131 1119-1134




ESMO-Leitlinie 2020:
Therapie bei lokal begrenztem Prostata-Ca.

Localised PC

NV NV
Low risk Intermediate risk
|

+ ! ! !

Consider neoadjuvant

f A4 V
Watchful waiting, Active surveillance RT (EBRT or
delayed ADT? brachytherapy)

and concurrent ADT
for 4-6 months

v v
NV \V/
. . RT (EBRT or
Active surveillance brachytherapy) “

Relapse after radical therapy

[ After RT ] [ After RP ]
N/
Local salvage (HIFU, HDR brachytherapy, RP) Salvage RT to prostate bed +/- pelvic nodes
or observation with delayed ADT® Consider ADT for 6-24 months

Parker C et al (ESMO), Ann Oncol 2020,;31:1119-1134



Fifteen-Year Outcomes after Monitoring, Surgery,
or Radiotherapy for Prostate Cancer

F.C. Hamdy, J.L. Donovan, J.A. Lane, C. Metcalfe, M. Davis, E.L. Turner, R.M. Martin, G.J. Young, E.I. Walsh,
R.). Bryant, P. Bollina, A. Doble, A. Doherty, D. Gillatt, V. Gnanapragasam, O. Hughes, R. Kockelbergh,
H. Kynaston, A. Paul, E. Paez, P. Powell, D.J. Rosario, E. Rowe, M. Mason, J.W.F. Catto, T.J. Peters, J. Oxley,

N.J. Williams, J. Staffurth, and D.E. Neal, for the ProtecT Study Group*

Trial Group

Active monitoring
Prostatectomy

Radiotherapy

98.7 (97.2-99.4)
99.0 (97.7-99.6)
99.4 (98.2-99.8)

Survival (95% Cl)

At 10 Yr At15Yr

percentage of patients

96.6 (94.4-98.0)
97.2 (94.8-98.5)
97.7 (95.5-98.8)

Metastasis-free Survival
1.0

0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

Probability

j

=TT

N e gy o

0.04+—
01

T T T T 1T T T T T T 1
6 7 8 9 10 11 12 13 14 15 16 17

Years of Follow-up

n=1643

Kein OS-Unterschied

Frihere Metastasierung bei w&w
Weitaus spatere Intervention bei
w&w

Probability of Undergoing Radical

Intervention

Radiotherapy

Prostatectomy

T T T T T T

T T T T T T 1
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Years of Follow-up

N Engl J Med 2023;388:1547-1558




Radical Prostatectomy or Watchful Waiting
in Prostate Cancer — 29-Year Follow-up

Anna Bill-Axelson, M.D., Ph.D., Lars Holmberg, M.D., Ph.D., Hans Garmo, Ph.D.,
Kimmo Taari, M.D., Ph.D., Christer Busch, M.D., Ph.D.,
Stig Nordling, M.D., Ph.D., Michael Haggman, M.D., Ph.D.,
Swen-Olof Andersson, M.D., Ph.D., Ove Andrén, M.D., Ph.D.,
Gunnar Steineck, M.D., Ph.D., Hans-Olov Adami, M.D., Ph.D.,
and Jan-Erik Johansson, M.D., Ph.D.

[] Other main cause, without [] Other main cause, with androgen- [l Other main cause, with [l Prostate cancer
androgen-deprivation therapy deprivation therapy metastasis
Radical Prostatectomy, Any Age B Watchful Waiting, Any Age
1.0+ 1.0+
0.8 0.8
>
= 06- E
5 o)
S 3
o 0.4 o 0.4
o a
0.2 0.2
0.04 0.0
0 5 10 15 20 23 0 5 10 15 20 23
Years Years
No. at Risk 347 320 257 189 108 55 No. at Risk 348 314 238 159 71 31

e Kumulative Sterblichkeit an Prostata-Ca nach 15 Jahren 14.6% vs
20.7% - RR 0.62 (95% Cl 0.44-0.87; p = 0.01)

N Engl J Med 2018,379:2319-2329



ESMO-Leitlinie 2020:

High-risk localised and locally advanced PC LO k a I

1 fortgeschrittenes

und Hochrisiko-
Prostatakarzinom

Neoadjuvant ADT for 4-6 months
Consider docetaxel

N\

EBRT + ADT

Adjuvant ADT for 2 years

Relapse after radical therapy

[ After RT ] [ After RP ]

Local salvage (HIFU, HDR brachytherapy, RP) Salvage RT to prostate bed +/- pelvic nodes
or observation with delayed ADT? Consider ADT for 6-24 months

Parker C et al (ESMO), Ann Oncol

2020,31:1119-1134
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Neuerungen




Prostatakarzinom — ESMO-Leitlinien 2023

Radiatio + systemische Therapie bei lokal begrenzter Hochrisikoerkrankung

* Abirateron/Prednison * Enzalutamid vs SoC (Androgenblockade) bei
nicht-metastasierter Erkrankung und Hochrisikofaktoren:
* N+ oder > 2 von T3 oder T4, Gleason Score 8-10, and PSA > 40 ng/mL

100
80
< 60+
©
2
2
2
T
g 40-
o
Abiraterone acetate plus prednisolone with or without
20 enzalutamide for patients with metastatic prostate cancer
——50C starting androgen deprivation therapy: final results from
—— SOC plus abiraterone and prednisolone two randomised phase 3 trials of the STAMPEDE platform
with orwithout enzalutamide protocol
0 | | T T | | | | |
0 12 24 36 48 60 72 84 96 108

Time since randomisation (months)

Attard G et al (STAMPEDE), Lancet 2022;399:447-460



Prostatakarzinom — ESMO-Leitlinien 2023

Radiatio + systemische Therapie bei lokal begrenzter Hochrisikoerkrankung

e ,External beam radiotherapy (RT) plus ADT —
abiraterone/prednisone - is recommended for men
with very high-risk MO prostate cancer (defined by
N1 disease or > 2 risk factors among T3-T4, PSA >
40 ng/ml, Gleason score 8-10).”

Fizazi K et al (ESMO), Ann Oncol 2023;34:557-563



ESMO-Leitlinie 2020:
1L-Therapie bei metastasiertem Prostata-Ca.

Metastatic PC

N
Hormone=naive disease

!

=3

!

ADT
+ (docetaxel or abiraterone

ADT
+ (docetaxel or abiraterone
or enzalutamide or apalutamide)

+ prostate RT or enzalutamide or apalutamide)

Parker C et al (ESMO), Ann Oncol 2020,;31:1119-1134



Definition von ,, metastatic burden”

Definition Metastatic burden Parameter

CHAARTED Low No poorrisk criteria

CHAARTED High > 4 bone metastases (> 1 beyond vertebral column and pelvis)
AND/OR

Visceral metastasis (M1c)
LATITUDE Low Maximal 1 risk criteria
LATITUDE High > 2 of the following criteria:

Gleasonscore > 8

>3 bone metastases

Visceral metastasis (M1c)

Miiller AC et al (DEGRO und DKG-ARO), Strahlenther Onkol 2022;198:683-689
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Prostatakarzinom — ESMO-Leitlinien 2023

Metastasierte hormonsensitive Erkrankung

» ,ADT-docetaxel-abiraterone/prednisone is
recommended as first-line treatment for fit men with
de novo metastatic hormone-sensitive prostate cancer
(mHSPC), especially in those with multiple bone
metastases (>3) or visceral metastases.

* ADT-docetaxel-darolutamide is also recommended as
first-line treatment of mHSPC, including patients with
de novo mHSPC and those who have progressed to
metastatic disease.”

Fizazi K et al (ESMO), Ann Oncol 2023;34:557-563



Prostatakarzinom — ESMO-Leitlinien 2023

Metastasierte hormonsensitive Erkrankung

,Other treatment options for men with mHSPC:
— ADT-abiraterone+prednisone

— ADT-apalutamide or

— ADT-enzalutamide”

,In men with mHSPC, ADT alone should be used
only in vulnerable men who cannot tolerate
treatment intensification.”

Fizazi K et al (ESMO), Ann Oncol 2023;34:557-563



ADT + Docetaxel + Abirateron First-Line

Metastasierte hormonsensitive Erkrankung

i?EACE-l: European Phase Ill Trial in de novo Metastatic
Prostate Cancer (revised design)

s e
—p

‘.
[
|
|
‘»
|
«
|
|
!
|
!
|
i

SOC +
Abiraterone 1000 mg
Prednisone 5 mg BID

with newly

ﬁ

!
|
|
|
Co-primary endpoints:
OS and PFS (HR: 0.75)

1156 pts planned

OmN-2002>»>

|

Standard of Care (SOC)= Androgen deprivation therapy (ADT) +/- docetaxel (Stratification)

Study sponsor: Unicancer

Fizazi K et al (PEACE-1), Lancet 2022;399:1695-1707

ClinicalTrials.gov. Identifier: NCT01957436.



ADT + Docetaxel + Abirateron First-Line

Metastasierte hormonsensitive Erkrankung

C Overall population

100
80+
60

40

Overall survival (%)

20

D ADT with docetaxel population

HR 0-82 (95-1% Cl 0-69-0-98); p=0-030 HR 075 (95-1% Cl 0-59-0-95); p=0-017

0
0

Number at risk

T T T T T T T T T T T
1 2 3 4 5 6 0 1 2 3 4 5

SOCwithout 589 556 480 334 207 101 37 355 329 281 172 78 18

abiraterone groups

SOCplus 583 541

abiraterone groups

E ADT with docetaxel population with
low-volume metastatic burden

100
80
60—

40

Overall survival (%)

20

0

470 340 230 111 47 355 328 287 183 98 25

F ADT with docetaxel population with
high-volume metastatic burden

HR 0-83 (95-1% Cl 0-50-1-39); p=0-66 HR 072 (95-1% Cl 0-55-0-95); p=0-019

0

Number at risk
SOCwithout 123

abiraterone groups
SOCplus 131

abiraterone groups

1 2 3 4 5 0 1 2 3 4 5

Time since randomisation (years) Time since randomisation (years)

119 110 71 39 12 232 210 171 101 39 6

127 116 80 41 9 224 201 171 103 57 16

“Combining androgen
deprivation therapy,
docetaxel, and abiraterone
in de novo metastatic
castration-sensitive prostate
cancer improved OS and
radiographic PFS with a
modest increase in toxicity,
mostly hypertension. This
triplet therapy could
become a standard of care
for these patients.”

Fizazi K et al (PEACE-1), Lancet
2022;399:1695-1707



Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer

Metastasierte hormonsensitive Erkrankung

ARASENS Study Design, Phase 3 Randomized Controlled trial

Broad patient population

Key Eligibility Criteria
Castration sensitive
Metastatic disease
ECOGPSOor1
Candidates for ADT and docetaxel

Exclusion Criteria

Prior treatment with enzalutamide, apalutamide,

chemotherapy, or immunotherapy.

Stratifications
Extent of disease (M1a-M1c)
Alkaline phosphatase concentration

N = 1306

2
o
'E
N
=
o
(=]
=2
<
-4
o
L |

Double-Blind

Darolutamide 600 mg BID

+ ADT + Docetaxel

Placebo + ADT + Docetaxel

Primary endpoint
e Overall Survival

Secondary end points

* Time to castration-resistance

* Time to initiation of subsequent

* therapy

* Symptomatic skeletal event free
survival (SSE-FS)

* Time to first symptomatic
skeletal event (SSE)

* Time to initiation of opioid use
27 days

* Time to pain progression

* Time to worsening of physical
symptoms of disease (NCCN-FACT
FPSI-17)

+ Safety and tolerability

Smith MR et al (ARASENS), N Engl J Med 2022;386:1132-1142



Darolutamide and Survival in Metastatic,
Hormone-Sensitive Prostate Cancer

Metastasierte hormonsensitive Erkrankung

* International, Phase 3, metast. hormonsensitives PCa (n = 1306):
Darolutamid (2x300 mg/d) vs Placebo, jeweils in Kombination mit
Androgendeprivation und Docetaxel

Darolutamide

Median Survival
oo (95% CI)

Placebo mo
Darolutamide NE
30 Placebo 48.9 (44.4-NE)

Percentage of Patients Who Survived
3
I

10— Hazard ratio for death, 0.68 (95% Cl, 0.57-0.80)
P<0.001

0 r— T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Months since Randomization

No. at Risk
Darolutamide 651 645 637 627 608 593 570 548 525 509 486 468 452 436 402 267 139 56 9 0 0
Placebo 654 646 630 607 580 565 535 510 488 470 441 424 402 383 340218107 37 6 1 O

Smith MR et al (ARASENS), N Engl J Med 2022;386:1132-1142



Prostatakarzinom — ESMO-Leitlinien 2023

Metastasierte hormonrefraktare Erkrankung

 Docetaxel is recommended for men with mCRPC

* In patients with mCRPC in the post-docetaxel
setting, abiraterone, enzalutamide and cabazitaxel

are recommended options

Fizazi K et al (ESMO), Ann Oncol 2023;34:557-563



Cabazitaxel versus Abiraterone or
Enzalutamide in Metastatic Prostate Cancer

Metastasierte hormonrefraktare Erkrankung

e CARD-Studie

- Multicenter, randomized, open-label study
- Enrollment: Nov 2015 - Nov 2018
- Median follow-up: 9.2 months

Cabazitaxel (25 mg/m? Q3W) Endpoints
+ prednisone + G-CSF®
o n=129
Patients with mCRPC who = Key secondary: OS, PFS,
progressed < 12 months on D PSA response,
prior AR-targeted agent . tumor response
(before or after docetaxel)* y

Primary: rPFS

Other secondary:

N =255 ’ Abiraterone (1000 mg QD) Pain response,
Z + prednisone time to SSE, safety,
(o] FACT-P, EQ-5D-5L,
Enzalutamide (160 mg QD) biomarkers
n=126

Stratification factors:

- ECOGPS (0/1vs 2)

- time to disease progression (< 6 vs > 6-12 months)

- timing of previous alternative AR targeted agent (before vs after docetaxel)

de Wit R et al (CARD), N Engl J Med 2019;381:2506-2518



Cabazitaxel versus Abiraterone or
Enzalutamide in Metastatic Prostate Cancer

Metastasierte hormonrefraktare Erkrankung

e CARD-Studie

A Overall Survival

100- No.of  Median Overall Survival
90— Patients (95% Cl)
mo

%) 80 .

t 20 Cabazitaxel 129 13.6 (11.5-17.5)

3 o -

52 Androgen-Signaling— 126 11.0 (9.2-12.9)

o< 604 Targeted Inhibitor

o :

g 5 50 Hazard ratio for death,

oo = 0.64 (95% Cl, 0.46-0.89)

;:'; o 40 P=0.008

§ 3 30 Cabazitaxel

e 20-

10+ Androgen-signaling—targeted inhibitor
0 I I I I I I I
0 3 6 9 12 18 24 30
Months

No. at Risk
Cabazitaxel 129 122 96 77 51 21 8 2
Androgen-signaling— 126 116 88 64 39 11 3 0

targeted inhibitor

de Wit R et al (CARD), N Engl J Med 2019;381:2506-2518



Androgen receptor splice variant-7 expression emerges
with castration resistance in prostate cancer

Adam Sharp,*? lisa Coleman,? Wei Yuan,' Cynthia Sprenger,* David Dolling,’ Daniel Nava Rodrigues,’ Joshua W. Russo,*
Ines Figueiredo,’ Claudia Bertan," George Seed,’ Ruth Riisnaes,’ Takuma Uo,* Antje Neeb,' Jonathan Welti,' Colm Morrissey,*
Suzanne Carreira,’ Jun Luo,® Peter S. Nelson,** Steven P. Balk,* Lawrence D. True,* Johann S. de Bono,"? and Stephen R. Plymate®*’

Wechsel von Enzalutamid auf Abirateron oder umgekehrt
bei Progrel3?

AR-V7 < 1% im Primartumor => 75% nach
Androgendeprivation => weiterer Anstieg unter Abi/Enza

Vermittelt Resistenz gegen beide Medikamente

Sharp A et al, J Clin Invest 2019;129:192-208



Lutetium-177-PSMA-617 for Metastatic
Castration-Resistant Prostate Cancer

Metastasierte hormonrefraktare Erkrankung

* VISION-Studie

Eligible patients Protocol-permitted SOC +
: . _ 177Lu-PSMA-617
Previous treatment with both 7.4 GBq (200 mCi) every 6 weeks

2 1 androgen receptor
pathway inhibitor

4 cycles, increasable to 6

L

juswieal |
dn-mojj04

Al
=
D
Q
=
D
<
7).
o

1 or 2 taxane regimens Protocol-permitted SOC

Protocol-permitted standard of care alone
(SOC) planned before randomization

« Excluding chemotherapy

;an”;:t?O;‘igfaﬁVdrf:dsium-223' - Randomization stratified by « CT/MRI/bone scans
9 9 + ECOG status (0-1 or 2) + Every 8 weeks (treatment)
ECOG performance status 0-2 «  LDH (high or low) «  Every 12 weeks (follow-up)
Life expectancy > 6 months + Liver metastases (yes or no) * Blinded independent
PSMA-positive mCRPC on PET/CT * Androgen receptor pathway central review

with 8Ga-PSMA-11 inhibitors in SOC (yes or no)

Sartor O et al (VISION), N Engl J Med 2021,385:1091-1103



Lutetium-177-PSMA-617 for Metastatic
Castration-Resistant Prostate Cancer

Metastasierte hormonrefraktare Erkrankung

* VISION-Studie

Overall Survival

No. of Events/
No. of Patients

Median

100-¢
90 mo
177
80 177 u-PSMA-617+standard care Lu-PSMA-617 + 343/551 15.3
Standard Care
704 Standard Care  187/280 11.3
60 Alone

Percent of Patients Alive
wu
o
|

. P<0.001

Hazard ratio for death,
0.62 (95% Cl, 0.52-0.74)

10
0 | | [ [ [ | | [ [ [ I | | [ [
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months since Randomization
No. at Risk
177Lu-PSMA-617+standard care 551 535 506 470 425 377 332 289 236 166 112 63 36 15 5 2
Standard care alone 280 238 203 173 155 133 117 98 73 51 33 16 6 2 0 0

Sartor O et al (VISION), N Engl J Med 2021,385:1091-1103



Prostatakarzinom — ESMO-Leitlinien 2023

Metastasierte hormonrefraktare Erkrankung

* In patients with mCRPC who have received a novel
androgen receptor axis inhibitor (abiraterone, apalutamide,
darolutamide or enzalutamide) and docetaxel, the
following treatments should be used in patients who are
considered fit enough to receive these treatments:

— 177Lu-PSMA-617 in men with cancer expressing PSMA
on PET-PSMA and without PSMA non-expressing lesions

— Cabazitaxel

Fizazi K et al (ESMO), Ann Oncol 2023;34:557-563



Prostatakarzinom — ESMO-Leitlinien 2023

Metastasierte hormonrefraktare Erkrankung
mit BRCA1/2-Mutation

e ,Olaparib should be considered after novel androgen
receptor axis inhibitors (with or without prior taxane
treatment) for patients with mCRPC and BRCA1/2 alterations.”

Fizazi K et al (ESMO), Ann Oncol 2023;34:557-563



Survival with Olaparib in Metastatic
Castration-Resistant Prostate Cancer

Metastasierte hormonrefraktédre Erkrankung mit BRCA1/2-Mutation

e PROfound Studie

B Olaparib 300 mg bid Primary Endpoint
Cohort A: :

n=162

Key eligibility criteria BRCA1 BRCA? or ATM Radiographic progression-free
» mCRPC with N=245 B Physician’schoice! [ survival (rPFS)in Cohort A
disease progression n=83 (RECIST 1.1 & PCWG3 by BICR)
ggif:::z:omt%reg 2:1 randomization Upon. B.|CR prog.feSSio.n'
ke . S itel physician's choice patients were Key Secondary Endpoints

allowed to cross over to olaparib
* rPFS in Cohorts A+B

W Olaparib 300 mg bid g + Confirmed radiographic objective
Cohort B: n=94 response rate (ORR) in Cohort A

* Alterations in 21 of

any qualifying gene
with a direct or

indirect role in HRR* Other alterations S S * Time to pain progression (TTPP)
N=142 By Physician’s choice* ¥ in Cohort A
Stratification factors n=48 - Overall survival (0S) in Cohort A

* Previous taxane
» Measurable disease

BRCA1, BRCA2, ATM,
BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2,
PPP2R2A, RAD51B, RAD51C, RADS1D or RADS4L

Husain M et al (PROfound), N Engl J Med 2020;383:2345-2357



Survival with Olaparib in Metastatic
Castration-Resistant Prostate Cancer

Metastasierte hormonrefraktare Erkrankung mit BRCA1/2-Mutation

e PROfound Studie

Husain M et al (PROfound), N Engl J Med

2020;383:2345-2357

Percent of Patients Alive

A Overall Survival in Cohort A

91%

1007 84%
90

504 —----

No. of Deaths/ Median Overall Survival
No. of Patients (95% C1)
mo
Olaparib 91/162 19.1 (17.4-23.4)
Control 57/83 147 (11.9-18.8)

7

3%
80 61%
54%
70 LQ—\Q_“%:%.
-"—._\11 -

Hazard ratio for death, 0.69 (95% Cl, 0.50-0.97)
2 sided P=0.02

30

204

104

SN

—o°
Control

Py

T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Rand.

since
No. at risk
Olaparib 162 155 150 142 136 124 107 101 91 71 56 44 30 138 6 2 1 0
Control 8 79 74 69 64 58 50 43 37 27 18 15 11 9 6 3 1 0
B C Adjusted Analysis of Overall | in Cohort A
100<6
90 Patients who crossed over, 67% (56/83)
Hazard ratio for death, 0.42 (95% Cl, 0.19-0.91)
80+
£ 0]
<
g 60
2
& 504
-
S s
g
& 3 FeTei— Olaparib
Control e o
20+
104
o T T T T T T T T T T T T T T T T 1
o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
donths since Rand
No. at risk
Olaparib 162 155 150 142 136 124 107 101 91 71 56 44 30 18 6 2 1 0
Control &3 79 73 67 56 47 29 15 9 3 0 o o 0 0 0o 0 0
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No prior docetaxel/no prior novel hormone therapy™™mm

* Preferred regimens
» Abiraterone¥:""M:200 (category 1)
» Docetaxel™PPP (category 1)
» EnzalutamideY (category 1)

 Useful in certain circumstances
» Niraparib/abiraterone%f22Z for BRCA mutation (category 1)
» Olaparib/abiraterone%ff:NNN.dad for BRCA mutation (category 1)
» Radium-223""" for symptomatic bone metastases (category 1)
» Sipuleucel-Tff:SSS (category 1)
» Talazoparib/enzalutamide for HRRm"ftYYY (category 1)

* Other recommended regimens
» Other secondary hormone therapy"

Prior novel hormone therapy/no prior docetaxelmMmmttt
¢ Preferred regimens
» Docetaxel (category 1)fff
* Useful in certain circumstances
» Cabazitaxel/carboplatin T
» Niraparib/abiraterone%f:2ZZ for BRCA mutation (category 2B)
» Olaparib for HRRmYYY (category 1)
» Radium-223""" for symptomatic bone metastases (category 1)
» Rucaparib for BRCA mutation’VV
» Sipuleucel-Tfff:sss
» Talazoparib/enzalutamide for HRRm"ffY¥Y (category 2B)
* Other recommended regimens
» Abiraterone!:""N
» Abiraterone + dexamethasonemWWW
» Enzalutamide"
» Other secondary hormone therapy"

Prior docetaxel/no prior novel hormone therapy™mm
* Preferred regimens
» Abiraterone":""" (category 1)
» Cabazitaxelfff
» Enzalutamide" (category 1)
* Useful in certain circumstances
» Cabazitaxel/carboplatinfffii
» Mitoxantrone for palliation in symptomatic patients who cannot
tolerate other therapies
» Niraparib/abiraterone":ff:Z2Z for BRCA mutation
» Olaparib/abirateroneY-ff:NN.A4d for BRCA mutation
» Radium-223"" for symptomatic bone metastases (category 1)
» Sipuleucel-T1hSss
» Talazoparib/enzalutamide for HRRmfff:yyy

* Other recommended regimens
o S N
Qaé . @— X
N o2

» Other secondary hormone therapy"
., AN 4

o)

(5

Prior docetaxel and prior novel hormone therapymmmttt
* Useful in certain circumstances
» Lutetium Lu 177 vipivotide tetraxetan (Lu-177-PSMA-617) for PSMA-
positive metastases**X (category 1)
(The following systemic therapies are category 2B if visceral metastases are
present)
* Preferred regimens
» Cabazitaxelf:000 (cate]%ory 1)
» Docetaxel rechallenge
e Useful in certain circumstances
» Cabazitaxel/carboplatinTli
» Mitoxantrone for palliation in symptomatic patients who cannot tolerate
other therapiesfff
» Olaparib for HRRm®2%:Y4Y (category 1)
» Pembrolizumab for MSI-H, dMMR, or TMB 210 mut/Mbfff
» Radium-223""" for symptomatic bone metastases®°° (category 1)
» Rucaparib for BRCA mutationVVV
* Other recommended regimens
» Abiraterone":""N"
» Enzalutamide"
» Other secondary hormone therapy"

WWW.Nccn.org



mHSPC

Metastasiertes

Y ¥ hormonsensitives
synchron metachron .
I I Prostatakarzinom
»low volume* ,high volume* »low volume* »high volume/high risk“
lokale Therapie Triple-Therapie ** ADT + Apalutamid *' ADT + Apalutamid *'
des Primarius mit ADT + Docetaxel
(vorzugsweise RTX) + Abirateron/Pred** oder oder
H oder ADT + Enzalutamid *' ADT + Enzalutamid *'
Darolutamid oder oder
H ADT + Abirateron/Pred** ADT + Abirateron/Pred**
pI_us oc-ler oder
ADT + Apalutamid*' ADT + Docetaxel Triple-Therapie **
d : mit ADT + Docetaxel
oder + Abirateron/Pred**
ADT + Enzalutamid *’ oder
oder .
Darolutamid
ADT + Abirateron/Pred** ¥
ocier oder oc_ier ocier
Triple-Therapie ** ADT + Apalutamid *' metas_,lfﬁsengerightete ADT + Docetaxel
i erapie*
:
oder ADT + Enzalutamid *'
) oder
ADT + Docetaxel . o ADT-Monotherapie unabhéngig von Metastasierung nur fir
ADT + Abirateron/Pred Patienten mit Kontraindikation fiir Therapieintensivierung

Merseburger AS et al, Dt Arztebl 2022;119:622-632




TREATMENT OF ADVANCED PROSTATE CANCER

ﬁ Suspected BCR/ N ——— P ro Stata ka rZi n O m :

Advanced PC E.PSMA PET/CT

e gl 54Ga.PSMA-11 PET/CT T h 1 | 1 h
N eraplead gorlt MUus
HORMONE SENSITIVE PROSTATE CANCER 2 O 2 3
O .
Non-Metastatic . Metastatic
TREATMENT TREATMENT
Observation ADT
ADT ARSI
Salvage based on primary treatment [ pp— Taxane chemotherapy
1 Radiation therapy low volume

CASTRATION RESISTANT PROSTATE CANCER

TREATMENT TREATMENT

ADT ADT
ADT === | ARSI

ARSI Taxane chemotherapy

Platinum chemotherapy aggressive
variant subtypes

Radium®* bone metastases
Sipuleucel-T asymptomatic disease

DIAGNOSTIC DIAGNOSTIC
PSMA PET/CT Next Generation Sequencing
TREATMENT: PSMA-positive TREATMENT: HRRd
L y-PSMA-61T PARP Inhibitors (Olaparib, Rucaparib)

Platinum chemotherapy

TREATMENT: MMRd, MSI-H, TMB-H
Pembrolizumab

Gillette CM et al, Cancers 2023;15:2552



Prostatakarzinom: Zulassungsstatus 2023

Abirateron/Prednison v

Apalutamid v

Bicalutamid V/

Darolutamid V/

Enzalutamid V/

Olaparib v

Cabazitaxel V

Docetaxel V

Mitoxantron/Pred v

Estramustin nicht mehr gelistet

GnRH-Agonisten (Buserelin vV, Goserelin V, Leuprorelin v, Triptorelin \/)
GnRH-Antagonisten (Abarelix nicht mehr gelistet, Degarelix v, Relugolix \/)
Cabozantinib -

177Lu-PSMA-617 V

Radium-223-dichlorid V/



Prostatakarzinom: Nachsorge nach kurativ
intendierter Lokaltherapie (AWMF 2021)

Empfehlungsgrad 3. Asymptomatische Patienten nach lokaler kurativ intendierter Therapie sollen
innerhalb von zwolf Wochen nach Ende der Therapie eine
A Nachsorgeuntersuchung erhalten.

Empfehlungsgrad  b_ Bei asymptomatischen Patienten sollten die Untersuchungen innerhalb der ersten

zwei Jahre vierteljahrlich, im 3. und 4. Jahr halbjahrlich und vom 5. Jahr an in
B jahrlichen Intervallen wiederholt werden.

Empfehlungsgrad  Bei asymptomatischen Patienten nach kurativ intendierter Therapie soll die
A Bestimmung des Serum-PSA-Werts zur Nachsorge eingesetzt werden.

Level of Evidence  Bej Patienten ohne biochemisches Rezidiv ist die DRU in der Nachsorge des
4 Prostatakarzinoms nicht routinemaRiq indiziert.

Empfehlungsgrad  Bildgebende Verfahren sollen nur dann eingesetzt werden, wenn therapeutische
A MaRnahmen madglich sind und/oder Symptome bestehen.

https.//www.leitlinienprogramme-
onkologie.de/fileadmin/user_upload/Downloads/Leitlinien/Prostatatkarzinom/Version _6/LL

Prostatakarzinom_Langversion_6.2.pdf



Prostatakarzinom: Nachsorgeempfehlung der
Deutschen Krebsgesellschaft

* Bei Patienten ohne Metastasen sind Untersuchungen im
Abstand von 3-6 Monaten ausreichend.

* Bei Patienten mit Metastasen, deren PSA unter 4 ng/ml liegt,
deren Allgemeinzustand gut ist und die keine oder nur milde
Symptome (z. B. Schmerzen) haben, gentigen
Kontrolluntersuchungen alle 6 Monate.

 Bei Patienten im kastrationsresistenten Stadium werden die
Kontrollintervalle individuell festgelegt.

https://www.krebsgesellschaft.de/onko-internetportal/basis-informationen-
krebs/krebsarten/prostatakrebs/therapie/behandlung-im-fortgeschrittenen-stadium.htm|



Prostatakarzinom: Studientbersicht (1)

Randomisierte Phase-lll-Studien zur Hormonchemotherapie beim metastasierten hormonsensitiven Prostatakarzinom

medianes experimenteller Anteil der Gesamtiiberleben: Gesamtiiberleben:
Follow Up Arm Patienten*' Schatzung in Hazard Ratio [95-%-KI]
(Monate) Monaten p-Wert
CHAARTED (13)
790 53,7 ADT ADT + Doce 65 % 57,6 versus 47,2 HR 0,72 [0,59; 0,89]
p=0,0018
STAMPEDE* (14)
1002 78,2 ADT ADT + Doce 43 % 60,0 versus 45,0 HR 0,81*%[0,69; 0,95]
p =0,009
LATITUDE (7)
1199 518 ADT ADT + Abi + Pred 100 % 53,3 versus 36,5 HR 0,66 [0,56; 0,78]
p < 0,0001
STAMPEDE** (19)
901 73 ADT ADT + Abi + Pred 52 % 79,2 versus 46,6 HR 0,60 [0,50; 0,71]
p < 0,001
ENZAMET (20)
1125 68 ADT + Bicalutamid ADT + Enza 52 % N.E. versus 73,2 HR 0,70 [0,58; 0,84]
(+ Doce parallel 45 %) (+ Docetaxel parallel 45 %) p < 0,0001
ARCHES (21)
1150 446 ADT ADT + Enza 63 % N.E. versus N.E. HR 0,66 [0,53; 0,81]
(+ Vortherapie Doce 18 %) | (+ Vortherapie Doce 18 %) p < 0,001
TITAN (22)
1052 44 ADT ADT + Apa 63 % N.E. versus 52,2 HR 0,65 [0,53; 0,79]
(+ Vortherapie Doce 11 %) | (+ Vortherapie Doce 18 %) p <0,0001

Merseburger AS et al, Dt Arztebl 2022;119:622-632



Prostatakarzinom: Studientbersicht (2)

Eckdaten zu den Triple-Therapie-Studien PEACE-1 und ARASENS

PEACE-1

ADT/Doce/Abi ADT/Doce ADT/Doce/Daro ADT/Doce

Patientencharakteristika

de-novo-metastasierte Patienten (%) 100 100 85,7 86,5
Gleason = 8 (%) 77 79 77,6 78,9
hohe Tumorlast (%) 63 65 k.A.
viszerale Metastasierung (%) 12 13 171 18,0
Ergebnisse
Gesamtuberleben (Jahre; Kl) N.E. (45-N.E) 44(3,8-4)9) N.E. 41(3,7-N.E)
— hohe Tumorlast 51(3,8-N.E) 35(3,2-4,0) k.A.
- niedrige Tumorlast N.E.(N.E.-N.E) N.E. (4,7-N.E) k.A.

Merseburger AS et al, Dt Arztebl 2022;119:622-632



