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Legend of Colours

= Clinical trial

- = Supportive measure

= Referral

Pathway: Prostate Cancer

= Therapeutic procedure

= Clinical or diagnostical condition

= Diagnostic procedure
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= Tumorboard (including
post tumorboard
interaction with patient
that follows the principles
of shared decision-
making)

Abbreviations:

AS: Active surveillance

ADT: Androgen Deprivation therapy

RP: radical prostatectomy

RTx: radiotherapy

sRT: salvage RTx

aRT: adjuvant RTx

LND: Lymph-node dissection

PSMA: prostate-specific membrane antigen
PET: positron-emission tomography
mpMRI: multiparametric magnet resonance
imaging

WW: Watchful waiting
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Pathway: Prostate Cancer

Pathway 1: Clinical Assessment

INITIAL
DIAGNOSIS

INITIAL CLINICAL
ASSESSMENT

STAGING WORKUP
(TNM staging refers to 8t edition)

Baseline:

* DRE (digital rectal examination)
* PSA

* Biopsy

* Gleason Score

* +/- mpMRI

Supportive:
« Offer contact to self help

group
» Offer psychooncological
support

Life expectancy’
< 5yr and
asymptomatic

v

No further workup or
treatment except for high risk
patients?

Pelvic mpMRI if T3, T4

Pelvic + abdominal CT or MRI
if T3, T4 or
Gleason score = 8

v

Life expectancy’
> 5yr or symptomatic

v

Bone scan if
PSA > 10 ng/ml or
Gleason score = 8 or
T3, T4 or
symptomatic

PSMA PET can replace bone
scan and pelvic/adominal
imaging

Consider chest imaging in
very high-risk patients

All others:
no additional imaging

> or

UCCSH
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RECURRENCE RISK

Low:
T1c-T2a and Gleason
score <6
and PSA <10 ng/ml

Intermediate?3:
T2b/c or Gleason score 7

PSA 10-20 ng/ml

Highs3:
>T3a or Gleason score 8-

g 10 or 7

PSA > 20 ng/ml

Locally advanced:

UCCSH*

Pathway 2

T3-T4

Metastatic:
N1 and/or M1

Universitares Cancer Center I
Schleswig-Holstein

Pathway 3
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Pathway 2: Initial Therapy
RECURRENCE EXPECTED ADJUVANT THERAPY
~ RISK PATIENT INITIAL THERAPY following RP
(Clinically localized) SURVIVAL
. WWH* R1, NO:
R N pT2: observation
—> <10 yr - « pT3:aRTxor ]
* Clinical trial / registry: focal therapy ebseiation
L RO, N1:
ow . AS4 , * 1-2pos. LN: i
* RTx (IMRTS® or brachytherapy®) observation
—> > 10 yr »* RP « >3 pos. LN: aRTx +
» Clinical trial / registry: focal therapy ADT 24-36 mo.
« >5pos. LN: individual |[>  Pathway 4
decision after TB
0 Lo R1, N1:
> <10yr > l» + 1-4pos.LN: aRTx + -
* Clinical trial: LND during RP ADT 24-36 mo.
Intermediate « Clinical trial / registry: focal therapy * 25 pos. LN: individual
decision after TB
* RTx (IMRT® or brachytherapy®)
— >10yr » « RP+LND
* Clinical trial: LND during RP
* Clinical trial / registry: focal therapy
s | oLV e Lt | E | s emorenin
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Pathway 3: Initial Therapy

ADJUVANT THERAPY
RECURRENCE RISK INITIAL THERAPY .
following RP
«  WW for men with life expectancy <5 yr > Pathway 4
* RTx (IMRT) and ADT(at least 18-36 mo) or HDR-
brachytherapy —
High » * RP+LND See Adjuvant Therapy Undetectable
J according to pT, pN, and R PSA Pathway 4
(pathway page 2) _ TE
»  WW for men with life expectancy <5 yr Detectable
vl otinbcldiiprcia il 0 eer®
>=43(/) ng/ml, ISUP>=4, cT3; 2/3 Kriterien rgrfi]lgllt) rengtry.: NED CEE[IET
Locally + RP + LND (selected patients: low tumor volume, no fixation, systemic treatment Pathwav 4
Advanced > long life expectancy) [e.g. multimodale treatment]. If T4 can not > y
T3-T4 be excluded by clinical assessment, neoadjuvant ADT is
recommendend followed by a reassessment after 23 mo Undetectable
«  WW for men with life expectancy <5 yr See Adjuvant Therapy PSA » Pathway 4
? * RTx (IMRT) + ADT (at least 18-36 mo) + 2 years according to pT, pN, and R =
Abiraterone/Prednisolon » (pathway page 2)
Metastatic .+ RP +LND (no fixation, long life expectancy) [e.g. Detectable Pathway 5
Any T, N1, MO "I multimodale treatment] — PSA g
; ; X Consider Clinical trial /
+ ADT alone in fral! patients registry: Neo-/adjuvant
- ADT+ Darolutamld +Docetaxel” . systemic treatment
« ADT+ Apalutamide & Enzalutamide
Metastatic » ADT+ Abiraterone/Prednisolon for high risk > Pathway 4
Any T, Any N, »  disease®
M1 « RTx of primary tumor in oligometastatic disease'?; —
alternative: RP esp. for patients with current or .
impending local complications UCCSH Universitares Cancer Center | — | ubertus Wald Tumorzentrum

versitires Cancer Center Hamburg
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Pathway 4: Surveillance
INITIAL MANAGEMENT SURVEILLANCE RECURRENCE
OR PATHOLOGY
* PSA every 3-6 mo
* DRE -12
™ every 6-12 mo
» * MpMRI
expectancy ™, paneat prostate biopsy after Progressive disease'?
I AS =10 yr (AS) 6-12 mo™", 3, 5, 7yr See Initial Clinical Assessment (pathway 1)
Life * Consider clinical trial
expectancy :
<10yr ™° PSA, DRE, prostate biopsy
maybe done less frequentl
(WW) i g A | Detectable PSA that ~ Pathwav 5
Post-RP " | increases > 0.2 ng/ml g y
- e * PSA:
Initial definitive therapy > 1stand 21 yr every 3 mo,
(R0 R 3 and 4™ yr every 6 mo, Path
* Physical exam, ultrasound, Biochem.
M1 » 1-3mo and/or

* PSA, LDH, AP, blood count IR metastatic - Pathway 7
every 1-3 mo - and/or - i

* imaging as clinically Symptomatic
required’? progression

Universitares Cancer Center
UCCSH Schleswig-Holstein

I Hubertus Wald Tumorzentrum
Universitares Cancer Center Hamburg
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Pathway 5: Primary Salvage Therapy after RP

MO, NO: — PRIMARY SALVAGE
SALVAGE - higher probability of benefit from THERAPY
WORKUP RTx:
. <
Pre RTx P-S A <0.5 ng/mi  RTx (treatment start PSA <

_ * PSA velocity < 2 ng/ml/yr > 0.5 na/mi). + ADT (optional
Failure of PSA to fall « Interval to PSA recurrence > 2 yr [ | - ng/ml), (optional)

to undetectable ] * PSA doubling time after RP > 12 o :

levels o * Observation if no curative u
- <pT3a pNO/x treatment desired
, *ISUP GG <3
PSA Velocity . ) .
+/- Bone Scan Ri RUEHBU
™ +/- CT/MRI - . or
. ) - Lower probability of benefit from |

Optional: +/- RTx: >+ Ob ion if .

PSMA-PET- X: _ > servation if no curative

CT4 * Not in one of the above categorie treatment desired » Pathway 7

Detectable PSA that

increases > 0.2 ng/ml |

Oligometastatic

~©

» Metastases directed therapy in
individual cases (preferentially

Distant metastases

7

clinical trials)'®

Pathway 7

Universitares Cancer Center

UCCSH Schleswig-Holstein
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Pathway 6: Primary Salvage Therapy after RTx

POST-RTx SALVAGE PRIMARY SALVAGE
RECURRENCE WORKUP THERAPY
. 16
Candidate for local OFP
therapy: * Prostate biopsy | No < ADT
* Original clinical stage * Imaging | metastases - or
T1-T2, Nx or NO (PSMA-PET . ,
, * Positive biopsy of the —» pteferred) — : g%zaelrf/[;?;:sy (in selected pts)
prostate * mpMR, if focal
* Low PSA velocity therapy is an
Post RTx : .
RiSing PSA ® Org|na| PSA <10 Optlon Positive
Al - Pathway 7
- PSA now < 10 ng/ml —* studies > athway
Gleason < 7 for metastases

* Life expectancy > 10y

* Androgen deprivation
R Not a candidate for | or
local therapy « Observation

Universitares Cancer Center = | ¢ uertus watg rumorsentrum
* - : Universitares Cancer Center Hambury
UCCSH Schleswig-Holstein : E I e
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Pathway 7: Systemic Salvage Therapy |

Non-metastatic
biochemical SYSTEMIC THERAPY SYSTEMIC SALVAGE THERAPY
Progression after local (of hormone sensitive PCa) (of castration resistent PCa)
therapy

High-risk BCR (PSA-
DT <9 months, PSA > . : . >» PD — 1 » Pathway 8
>=1)  WW in frail patlen_ts
* ADT+ Enzalutamide for 9 months, treatment
discontinuiation if PSA drops <0.2 ng/ml
v
* Consider clinical trial
Clinical Trial
+ WW in frail patients
Low-risk BCR » * Surveillance and Reassesment using PSMA-
PET/CT

Universitires Cancer Center |: =] 4 usertus wata amorzentrum
* - : Universitares Cancer Center Hambury
UCCSH Schleswig-Holstein : I e
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Pathway 7: Systemic Salvage Therapy I

Progression after local SYSTEMIC THERAPY SYSTEMIC SALVAGE THERAPY
therapy or de novo (of hormone sensitive PCa) (of castration resistent PCa)

Bone and/or other + ADT alone/WW in frail patients
* ADT+ Darolutamide + Docetaxel”
metastases . ADT+ Apalutamide®: Enzalutamide
and "s:r‘g PSA > « ADT+ Abiraterone/Prednisolon for high risk » PD > Pathway 8
clinical progress dizasie : .
* de novo: RTx of primary tumor in
oligometastatic disease'?; alternative: RP esp.
for patients with current or impending local
complications
v
+ Consider clinical trial
Clinical Trial
A
Visceral or lytic bone Not neuroendocrine R ) Eg!:gsgg\;ifhaérway 12}
metastases and low PSA "1 (with or without small cell features) "
- . metastases
. . iopsy ]
Rapidly progressing soft . .
tissue metastases Neuroendocrine Platin/etoposide (smgll cell)
> . Y » < Docetaxel-based regimen
(with or without small cell features)
(selected cases)

Universitares Cancer Center E = | ubertus wald umorzentrum
* - : Universitares Cancer Center Hambury
UCCSH Schleswig-Holstein : I e
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Pathway 8: Systemic Salvage Therapy lI: mCRPC

2.03.01 Anlage 10 UCCH* 12

UCCSH*

Pretreatment of mHSPC SYSTEMIC SALVAGE THERAPY for mCRPC
for DISSEMINATED : i > i
DISEASE 1st !lne mCRPC 2nd line mCRPC 23rd line mCRPC
» Cabazitaxel
* PSMA-ligand therapy?? « Consider biopsy for
» ADT + Docetaxel+ PD ol Ab|rate_ro:18e 1 determination of
Darolutamid Olaparib molecular targets —
* Consider clinical trial targeted therapy
- ADT+ Choice of 2nd line (delc's"’ln tiased on
Abiraterone/Prednisolon PD > Docetaxel . therapy depending on Lno e(cj: UZ?r amor
Apalutamid, Enzalutamide * En;alutamld1e7 o previous treatment CEIE)
. g?a"satzgo?ae » Docetaxel
. + Cabazitaxel?° Choice of = 3rd line
Pretreatment of « Consider clinical trial * Radium223*" therapy depending on
MOCRPC > « Abiraterone’” previous treatment
 Enzalutamide” * Docetaxel
* Docetaxel « Olaparib 18 » Cabazitaxel20
* Abiraterone "7 » PSMA-ligand « Radium22321
* ADT + Apalutamid oD | * Olaparib therapy?? * Abiraterone”
* ADT + Darolutamid > ; " . . ide!”
- ADT + Enzalutamid  Consider clinical trial . (E)?azsg:lt: i
» Consider clinical trial « PSMA-ligand therapy??
» Docetaxel
« ADT7 monotherapy PD « Abiraterone '° _ « Consider clinical trial
* Enzalutamide®
* Abirateron/Niraparib 24 _
* Abirateron/Olaparib
* Enzalutamid/Talazopari
b

Hubertus Wald
Tumorzentrum

UCCSH cl:JFrinersitéres Cancer Center I E | ubertus Wald Tumorgentru
1

versitires Cancer Center Hamburg

» Consider clinical trial

oA

A Ll lebas o
S sSvig=roistcit

In addition for patients with bone metastases: bisphosphonate or denusomab + calcium/Vitariirie D3
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Pathway 9: Systemic Salvage Therapy lll: Treatment of castration resistant
prostate cancer without distant metastases (MOCRPC)

SALVAGE
WORKUP
> Distant metastases
. . PSA doubling
Patient with time PSA doubling time > 10
rising PSA 2 2 +/- Bone Scan months
ng/ml despite R — - Continue ADT? — | PD T Pathway
testosterone Ol (Monitor PSA velocity, +/- Bone
below castration ptional: Scan, +/- CT/MRI) ) 8
level g?.':’iA'PET' ’ mCRPC
- No distant metastases (MOCRPC) ?

PSA doubling time <10
months PD L
L» - ADT7 + Apalutamid

- ADT7+ Darolutamide
- ADT7+ Enzalutamide

Universitares Cancer Center I E | ubertus Wald Tumorgentru
Sch|ESW|g —HO |5t8| n Unlversltales(an(er(en!erHamburg

UCCSH ‘
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Pathway 9: Systemic Salvage Therapy: Features of neuroendocrine or
aggressive variant

Features of neuroendocrine or

aggressive variant?s : : . .
« Predominantly lytic bone ~ Biopsy Typical adenocarcinome, » + Follow pathway page 8
lesions - Histopathological | [  no signs of transdiffentation
. . analyses
* Predominantly visceral . ConZider
metastases o determination of o AggreSSive features i * Platin/Taxane based
« Low PSA-value compared to molecular targets (no small cell neurendocrine > treatment
tumor burden — targeted therapy carcinoma)
« Neuroendocrine marker in gglceliljgrtﬁs;gron * Consider clinical trial
serum or previous histologies board)22
+ Progressive disease under 1st _,/  Small cell neurendocrine » * Platin/Etoposide based
line treatment for mMHNPC < 12 carcinoma treatment
months

» Consider clinical trial

Universitares Cancer Center = | ¢ uertus watg rumorsentrum
* - : Universitares Cancer Center Hambury
; UCCSH Schleswig-Holstein I E ! o
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Footnotes:
T Estimation of life expectancy is possible for groups but challenging for individuals. Life expectancy can be estimated using the Deutsches Bundesamt fiir Statistik
tables (http://www.destatis.de) in combination with the individual patient comorbidities.
2 In selected patients where complications such as hydronephrosis or metastasis can be expected within 5yr, ADT or RTx or palliative TUR-P may be considered.
High risk factors includeT3-T4 or Gleason 8-10 or PSA >20 ng/ml.
3 Patients with multiple adverse factors may be shifted into the next higher group.
4 AS involves actively monitoring the course of disease with the expectation to intervene if the cancer progresses or if symptoms become imminent (see pathway 4)
5 Dose of 74-80 Gy in fractions to the prostate (+ seminal vesicles) for patients with low-risk cancers; In intermediate risk cancer patients neoadjuvant + ADT for
a total of 6 — 12 mo could be added.
6 Permanent brachytherapy (SEEDS) as monotherapy is indicated for patients with low-risk or low intermediate risk cancers. For intermediate- and high-risk
cancers HDR-Brachytherapy in combination with EBRT is recommended. Patients with a large prostate (> 60 ml), symptoms of bladder outlet obstruction
(IPSS score > 12) and residual bladder volume are not appropriate candidates because of increased risk of urinary morbidity. Neoadjuvant ADT may be used
to shrink the prostate to an acceptable size
" In selected patients. Addition of docetaxel or bisphosphonates to standard of care in men with localised or metastatic, hormone-sensitive prostate cancer: A
systematic review and meta-analyses of aggregate data. Vale CL et al Lancet Oncol, 2016
8 TITAN Trial, low- and high volume de novo M1. Chi K et al. N Engl J Med 2019
9 High risk M1 disease (Latitude criteria): Gleason score 2 8, 2 3 bone lesions, visceral metastases (2 of 3 criteria)
0 max. 3-5 bone lesions, no visceral disease, no bulky lymph node disease according to STAMPEDE trial. Parker C, Lancet 2018
" If primary diagnoses was done by MRT-guided biopsy repeated biopsy is recommended after 12 mo. If primary diagnosis was done without initial MRT of the
prostate repeat biopsy + MRT is recommended after 6 mo.
12 Imaging includes bone scan plus CT/MRI abdomen and chest, alternatively PSMA-PET, treatment response should be assessed using imaging after 3- 6 mo,
biochemical or clinical signs of progression should trigger further imaging
13 RTOG-ASTRO (Radiation Therapy Oncology Group — American Society for Therapeutic Radiology and Oncology) Phoenix Consensus — (1) PSA rise by
2 ng/ml or more above the nadir PSA is the standard definition for biochemical failure; (2) the date of failure is determined "at call" (not backdated).
14 Possibly request of reimbursement required.
15 Preferentially to pelvic lymph node metastatic disease with limited number of LN on PSMA-PET and low PSA/PSA DT.
16 Salvage radical prostatectomy is an option for highly selected patients with local recurrence after EBRT, HDR- or LDR-brachytherapy, HIFU or cryotherapy in
the absence or metastases
7 Propably low response rates due to cross resistance between androgen receptor targeting agents after previous AR targeted therapy
18 for patients with BRCA1/2 mutations in mCRPC after previous treatment with androgen receptor targeting therapy (ARTA)
19 Mildly or asymptomatic patients
20 approved only after previous docetaxel therapy,
21 Symptomatic bone limited disease only, or unfit for chemotherapy, concomittent bone supportive agents recommended
22 approval by health insurance company required, no standard of care yet
23 PSMA-PET CT required, pretreatment with ARTA and Docetaxel Universitires Cancer Center o | 2 bertus Wald Tumorsentram
24 for patients with BRCA1/2 mutation UCCSH Schleswig-Holstein I e cre i
25 According to ,Apparicio criteria“ Clinical Cancer research 2015



