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Case 1

Dr Simone Albisinni

case 1 |

71 yo male

PSA 10,7ng/ml

DRE: non suspicious, +40cc
Mp-MRI: negative

Biopsies: 13/16 +; Gleason 8(4+4)

PMH: hypertension; sarcoidosis; appendectomy; erectile dysfunction

case o e

= CT scan: ?
= One lesion on the VI left rib, > <
= 1 suspicious enlarged lymph node, external iliac, left B 4
ol \
= Bone scan: \&s
= Confirms one lesion on the VI left rib,
= Suspicious for a lesion on the V right rib, -
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WHAT TO DO? R H

ADT

. ADT+docetaxel

. ADT+Abi/P

. Local Radiotherapy+ADT

. Local Radiotherapy+stereotaxic radiotherapy on ribs and
nodes+ADT

. Prostatectomy+stereotaxic radiotherapy on ribs+ADT
. Whole body MRI

. PSMAPET/CT

. Inclusion in protocol
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case 1 o e

= PSMA confirms single osteous lesion on VI left rib, (seen on bone
scan)

= PSMA is negative on right side (suspicious on CT scan)
= PSMAis for 2 enlarged nodes in the pretracheal region
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WHAT TO DO? R H

ADT

. ADT+docetaxel

. ADT+ADbi/P

. Local Radiotherapy+ADT

. Local Radiotherapy+stereotaxic radiotherapy on ribs and
nodes+ADT

. Prostatectomy+stereotaxic radiotherapy on ribs+ADT
. Biopsy of tracheal nodes and rib lesion
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Guideline for staging of prostate cancer
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= The view of the Urologist
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igh-risk localised PCallocally advaned PCa -
ating

Use prostate mpMRI for local staging.

“Table 3.. Diagnosic uility of the di
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[*®Ga]PSMA PET/CT Improves Initial Staging

and Management Plan of Patients

‘with High-Risk Prostate Cancer
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RATIONAL OF LOCAL TREATMENT IN THE METASTATIC SETTING  Erasme '- ﬁ i [l

Background - Cytoreductive Prostatectomy

* Cytoreductive surgery increases survival in multiple cancers

= Oncological rational: Reduction of tumor burden (Ovarian; Kidney; colon)** e
= Reduction of shedding of metastatic cells * For PCa, idea fgﬂ‘:{:}i‘bgspso;;gon'basm studies.
= Reduction of paraneoplastic effect

= Reduction of immunosuppressive effect * Reduce lethal clone
* Reduce CTCs
* Block self-seedjp

= Non oncological rational: Reduction of local complications
* Reduce intratu\__fandrogen synthesis

*An intact primitive may be fundamental for M+

development -

+ Reduce local symptoms

Real life - Cytoreductive Prostatectomy??? ] | EVIDENCE SUPPORTING LOCAL TREATMENT Erasme I- H
No strang evidence to date of survival benefit o e e e |
cunans e =17
Need of prospective randomized trials v [y v
Survival advantage for local e, 014 Revspece MG s v
No test to evaluate in which patients cytoreduction can therapy in the metastatic setting
be beneficial vs useless e il i
st oo | R @
* RRP: all reports showed R - — o
Morbidity+++ Overall complication rate 30% the benefit on 05 and S5 sy )| [ ) [ o
Post-operative incontince remains a potential significant burden on QoL with HR of 0.27-0.51 and oW [ e B [ S S Fose
Possibly higher compared to radical prostatectomy 0.26-0.38, respectively.
P - v
« Radiotherapy: all but one ) Kl s =
Kim et al 2017: 8% overall complications; 4% major complications; study confirmed the S e PooSwin 05/
43% (21 pad/day) benefit on CSS with a HR of U 017 Roreche SEER s v
- S 0.38-0.85 s B [
with any local treatment treatment in an investigational setting i T s S e Lo R
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EVIDENCE SUPPORTING LOCAL TREATMENT Erime '- H ROLE OF LOCAL THERAPY: RANDOMIZED TRIALS AND THEIR CHARACTERISTICS Eraame I- H
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Safety, feasibility and non oncological benefit of RP in the metastatic setting e

Mot o nn 04 o 2014 nerann
= Heidenreich et al.: No increase in surgery-related complications in well- oty
selected patients

oo Prasa 500 (ADT 1 Dacotas) 05, PFS oseter 2015 vy 2017 NeTotssTios
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= Steuber et al.: Local treatment resulted in a reduced complication rate E\.:"mm Prase il RPoESRTeSoCw 0 ecamber 2015 W20t NeTorsiss
(7.0%) compared with that of the best supportive treatment group 5 Chapn 0. i
(35.0%) [t
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Sooriakumaran et al.: 80 % of the patients did not have any
complications
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The calculated risk of lymph node involvement is: 47%

= Biopsy of pretracheal lymph node shows granulations, compatible

Preoperative PSA

= 1w with sarcoidosis
Clinical T stage Glnicatstage 72 || Cimica sage 73

Blopsy Gleason grade group | croup12 | Grouss

DRSS PET e— ) "

[t el o

- = Biopsy of the rib lesion is inconclusive

REsULT Add note Downioad repert
The calculated risk of lymph node involvement is: 47%

Result interpretatior

WHAT TO DO? cime I H CASE 1 e I H

ADT = Patient undergoes robotic assisted radical prostatectomy (Dec 2016)
. ADT+docetaxel
. = Pathology: adenocarcinoma, Gleason 7 (4+3), pT3bNORO.
. ADT+ADbIi/P

28 negative nodes

. Local Radiotherapy+ADT

. Local Radiotherapy+stereotaxic radiotherapy on ribs and
nodes+ADT

6. Prostatectomy+stereotaxic radiotherapy on ribs+ADT

ar wN =

Surgery uneventful, excellent recovery of continence by 6
weeks post-op

PSA at 6 weeks: 0,48ng/ml

WHAT TO DO? dne I ﬁ CASE 1 e H

ADT = The view of the Radiation Oncologist
. ADT+docetaxel

. ADT+ADbi/P

. Adjuvant Radiotherapy+ADT

. Adjuvant Radiotherapy+stereotaxic radiotherapy on rib + ADT
. Stereotaxic radiotherapy on rib + ADT

. Restaging
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STAMPEDE TRIAL

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2028 2025 2026

Trial arm
Fx-zommon®>

B Followyp complete
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RT to the primary prolongs OS in low-volume mHSPC
Overall survival in low metastatic burden
100 — control

— Radiotherapy

20

HR 0.68, 95% C1 0.52-0.90; p=0-007

o T T T T T T T T )
6 12 18 24 30 36 42 48 54

Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25
Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 (19) 242 (10) 200 (15) 137 (11) 77 (5) 25

RT to the primary works as systemic treatment in prostate cancer

Parker C. et al. Lancet 2018. 2%

case o e

= Restaging by PSMA confirms single uptake by costal lesion on VI
left rib,

= Urinary activity +++
= Impossible to exclude prostatic bed recurrence
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WHAT TO DO? R H

ADT

ADT+docetaxel

ADT+Abi/P

Adjuvant Radiotherapy+ADT

Adjuvant Radiotherapy+stereotaxic radiotherapy on rib + ADT
Stereotaxic radiotherapy on rib + ADT

ook 0N =

= Patient undergoes Adjuvant radiotherapy to prostatic fossa (74Gy)
= Stereotaxic radiotherapy (3x10Gy) to costal lesion

= PSA 1 month after radiotherapy: 0,12ng/ml

WHAT TO DO? R H

ADT
ADT+docetaxel
ADT+ADbi/P
Surveillance

HwN =~




CASE1

= PSA
3/17: 0,08
6/17: 0,07

o - 2

WHAT TO DO?

ADT
ADT+docetaxel
ADT+ADbi/P

apr N2

o

= 9/17:0,12 Surveillance

= 12/17: 0,14 Orthopaedic Surgery

= 03/18: 0,24

= PSMA PET/CT: persistant activity on costal lesion

= PSA-DT: 6 months

CASE 1 Eraame |— H CASE 1 Erasme I— H

= Patient is kept on surveillance

= PSA 9/18: 2,68ng/ml

= Bone scan: 3 bone Iésions (L5, Th10, scapula)

= The view of the Medical Oncologist

= Gleason 8
= Rapidly rising PSA

= Long life expectancy

=> Treatment needed
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"Addition of docetaxel or bisphosphonates to standard of
care in men with localised or metastatic, hormone-sensitive
prostate cancer: a ic review and met: I
aggregate data
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Vale etal Lancet Oncol, 2016, 17, 243-56

CcH mHNPC : Docetaxel and volume disease
in CHAARTED
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Addition of docetaxel to ADT benefits high-volume

disease ONLY
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H ADT plus docetaxel  51.2 £
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2 26 % 48 60 72 84 % 108
Time (months)

12 24 36 48 60 72 84 96 108
Time (months)

Sweeney et al, N Enel Med, 2015, 373, 73746
Kyrakopouos et a,J Clin Oncd, 2018, 35, 10807




Cﬁ;{ mHNPC : WHAT WE KNOW FOR ABIRATERONE!

= 2 randomised controlled trials and 1 meta-analysis

Abiraterone for Prostate Cancer Not
Previously Treated with Hormone Therapy

Abiraterone plus Prednisone in Metastatic,
Castration-Sensitive Prostate Cancer

Hazardrato 063(9540,052076)
S peoomos

All comers

© 5 n w2 m @ 4«
Months

James N, ot al N Engl J Med. 2017, 377, 338-61
EizaziC 202l N EnglJ Med 2017, 377, 352:60

CHY DOES SIZE MATTER ?
detiese STAMPEDE AAP SUB-ANALYSIS

RESULTS: OVERALL SURVIVAL

Low Risk High Risk

\\
S \

Hoyle et al, ESMO meeting, Mnich, Oct 2018

05-2.4%
HR 0.6 (0.44-0.98)
p=0.041

05-19.7%
HR 0.54 (0.41-0.70)
P<0.001

WHAT TO DO?

ADT

. ADT+docetaxel

. ADT+Abi/P

. Stereotaxic radiotherapy + ADT
. Surveillance
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