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Hormonotherapies

Androgen Receptor (AR)

Androgen

Cytoplasm

Nucleus
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Hormonotherapies

LHRH analogues
- Gosereline

- Triptoreline
- Leuproreline

LHRH antagonists
- Degarelix
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Hormonotherapies
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Hormonotherapies

“Old School” Anti-androgens

Non-Steroidal
- Bicalutamide
- Flutamide

Steroidal
- Cyproterone
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Hormonotherapies Hormonotherapies

Novel Anti-androgens Androgen synthesis inhibitor
k3

- Abiraterone

Andogen Receptor AR)

Ny Non-Steroidal

Antrogen Recastor AR)

9 Cyoplim - Enzalutamide
& - Apalutamide

k- oy - (Ketoconazole)
Cytoplasm
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- ADT for localized prostate cancer
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Table 2. Mortalty Risk of Primary ADT Versus No Primary ADT Among Men Disgnosed With Clinically Localized Prostate Cancer Not Recsiving Curative Intent
Therapy Within 12 Months Aftor Diagnosis

VoLume 32 - nuMBER 13 - MAY 1 201
JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT Deathe nccording o gy Seoe
Tt o of T P Baimares

SO e e Conventonsl Cox g Sendneies

- ! Unadjusted Model Adjusted Risk Mortality Ratio

Noof Mool o of ik Esimates Estmatest Weigning
Voralty Patents % Fatents % Patents % AR 99%Cl P FR_ e9%Cl P AR e%Cl P
[ Ailcause moraiy. 4021 32 1672 40 324 28 196 18510208 =001 104 00710111 33 098 09115106 50
1 1 1 1 te cancer-spec ity L
Effectiveness of Primary Androgen-Deprivation Therapy for Lrosite arcerep Lo Lo E
Clinically Localized Prostate Cancer Cadioasgilr moraliy 9w T3 00 88
Armold L. Potosky, Reina Haque, Andrea E. Cassidy-Bushrow, Marianne Uleickas Yood, Miao Jiang, Rcoad ADT ooty i 12 mors o prstae concor agnon. oo enten
Huei-Ting Tsai, George Luta, Nancy L. Keating, Matthew R. Smith, and Stephen K. Van Den Eeden +Multivariable analysis using a Cox proportional hazards model and imputed data for PSA, Gleason, and T stage. Median follow-up time was 61 months (54 months
inprimary-ADT group; 64 months  the no-prmany-ADT o). {3 e austed for age ace-ethicty, aseline PSA, Gleason score, T stage seence of prostate
Cancer, healt pan. and 34 nchdul o356ine Gomortid condiions (6ol Exsing up 10 3 y6ars bafors iaaNosis (568 AppenGX for 5t of hese condions).

BAU2018

BAU2018




MO CRPC : Origin
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Using PSA to Guide Timing of Androgen Deprivation in
Patients with TO-4 NO-2 MO Prostate Cancer not Suitable
for Local Curative Treatment (EORTC 30891)

... suggest that patients with a baseline PSA > 50 ng/ml are likely
to die of PCa and therefore are good candidates for immediate
ADT to prevent or delay complications from progressive disease,
although survival is not significantly better than deferring ADT
until symptoms occur.

... suggest that in patients with PSA between 8 and 50 ng/ml,
ADT should be initiated as soon as PSADT < 12 months.

BAU2018

18 ANNUAL CONGRESS]

MO CRPC : Origin

Using PSA to Guide Timing of Androgen Deprivation in
Patients with TO—4 NO-2 M0 Prostate Cancer not Suitable
for Local Curative Treatment (EORTC 30891)

... suggest that patients with a baseline PSA > 50 ng/ml are likely
to die of PCa and therefore are good candidates for immediate
ADT to prevent or delay complications from progressive disease,
although survival is not significantly better than deferring ADT
until symptoms occur.

... suggest that in patients with PSAIBEiWeenislandis0mg/miy
ADT should be initiated as soon as PSADT < 12 months.
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EUROPEAN UROLOGY 53 (2008) 941-949

available at www.sciencedirect.com |
journal homepage: www.europeanurology.com EUROPEAN

European Association of Urology

Prostate Cancer

Using PSA to Guide Timing of Androgen Deprivation in
Patients with T0-4 N0O-2 MO Prostate Cancer not Suitable

for Local Curative Treatment (EORTC 30891)

Urs E. Studer ", Laurence Collette”, Peter Whelan®, Walter Albrecht*, Jacques Casselman®, Theo de Reijke’,

Hartmut Knénagel %, Wolfgang Loidl", Santiago Isorna’, Subramanian K. Sundaram’, Muriel Debois
the EORTC Genitourinary Group
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Using PSA to Guide Timing of Androgen Deprivation in
Patients with T0—4 NO-2 MO Prostate Cancer not Suitable.
for Local Gurative Treatment (EORTC 30891)

S I

.. suggest that patients with a baseline PSA > 50 ng/ml are likely
to die of PCa and therefore are good candidates for immediate
BB to prevent or delay complications from progressive disease,
although survival is not significantly better than deferring ADT
until symptoms occur.

... suggest that in patients with PSA between 8 and 50 ng/ml,
ADT should be initiated as soon as PSADT < 12 months.
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Using PSA to Guide Timing of Androgen Depri

Patients with T0—4 N0-2 MO Prostate Cancer ot

for Local Gurative Treatment (EORTC 308
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... suggest thi
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- ADT for localized prostate cancer
- ADT for BCR after local treatment
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Group one; PSA relapse (n=261) Group two; de-novo incurable disease
(n=32)
Delayed ADTarm  Immediate ADT  Delayed ADT arm  Immediate ADT
(n=137) am (n=124) (n=14) arm (n=18)
Age (years) 700(507-850) 711(54-0-880)  800(76-4-849) 788 (59-4-88.9)
Previous therapy*
Radiotherapyalone 88 (64%) 77 (62%)
Radical prostatectomy 49 (36%) 47 (38%)
withorwithout
radiotherapy
NeoadjuvantADT 69 (50%) 56 (45%)
Relapse-free interval
<2years 42(31%) 35 (28%)
22years 95 (69%) 89 (72%)
PSA doubling time
<10 months. 57 (42%) 60 (48%) 6(43%) 12(67%)
210 months 80 (58%) 64(52%) 8(57%) 6(33%)
187 ANNUAL CONGRESS]
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— Delayed ADT arm
Immediate ADT arm

Prostate cancer complication.-free survival ()

7 HRO78 (95% C1052-1:11); p-016

1 2 3 4 5 6 7 8

Follow-up (years)
Nomberat risk P (res)
Delayed ADTam 150 127 98 7 s 3 2% 1 4
Immediate ADTarm 140 123 05 9 6 rl 29 n 2
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Figure 4: Time to first prostate cancer complication
ADT=androgen-deprivation therapy. HR=hazard ratio
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Timing of androgen-deprivation therapy in patientswith % @
prostate cancer with a rising PSA (TROG 03.06 and VCOG PR o
01-03 [TOAD]): a randomised, multicentre, non-blinded,

phase 3 trial

Heniy HWoo,Jule K Bassett, Steven) Bow, Catherine D Madeleine King,Leo Ledwich, Andrew Loblaw,
‘Shawn Malone, Jeremy Mile, Roger Milne, Rosermary G Smith, NigelSpry, Martin Stockler, Rocney A Syme", Keen Hun Ti, Sandra Tuner

Lancet Oncol 2016; 17: 727-37

Published Online
May 4,2016
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— Delayed ADT arm
Immediate ADT arm

Overall survival ()

10 Logrank pe0047
HR 055 (95% C10.30-1.00); pfrom Cox regression=0.050

1 2 3 4 H 6 7 8

Follow-up (years)

Number atrisk
Delayed ADTarm 151 150 135 w1 70 a4 21 7
Immediate ADTarm 142 138 127 13 98 76 50 23 2

Figure 2: Overallsurvival
ADT=androgen-deprivation therapy. HR=hazard ratio.
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Mortality and Androgen Deprivation Therapy as Salvage @me“k
Treatment for Biochemical Recurrence after Primary
Therapy for Clinically Localized Prostate Cancer

Alex Z. Fu,* Huei-Ting Tsai, Reina Haque, Marianne Ulcickas Yood,
Andrea E. Cassidy-Bushrow, Stephen K. Van Den Eeden,t Nancy L. Keating,
Matthew R. Smith, Yingjun Zhou, David S. Aaronson and Arnold L. Potosky
From the Lombar Comprshnsive Concr Cener, Goorgtown University Medial Centor AZF, HTT. Y2, ALP), Washingon, D.C.
Souhom Catlonia ermanents Mol Groe, Kiser Pamanents Rosouch 1), Fsadens an Kner Pamanents Nonon

Caiforia (SKVDE, DSA), Oakland, Calfornis, Boston University School of Public Health (MUY), Brigham and Women’s Hospital
G (MRS, Boston, Massachusetts, and Henry Ford Hospital (AEC-8)

Detroit, Michigan

0022-5347/17/1976-144810 hitpifidx.doi.org/10.1016/;juro.2016.12.086
THE JOURNAL OF UROLOGY* Vol. 197, 1448.1454, June 2017
©2017 by Awcncan UnoLocica. ASsaoTon EoucTion anp Researcs, . Printed in US.A.
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Prostate cancer patients.
diagnosed 1995-2009.

Neg,547

(7172, N0, M)
Nes1 51 e
nodal involvemen, or primary ADT
Patients with RT or RP 2 primary recplents. N-12,681
therapy
830

years of follow-up
Ne2850

Patients with RT or RP and 2+ years of

follow-up

Exclude patients without
evidence of PSA ise:

Patients with evidence of PSA ise (at
least one PSA >= 0.2 in RP, PSA >= 2.0
+ nadi in AT, or PSA >=10.0 g/mL)

04

NosADT
Ne1832

844 N-1,707

saoT ‘ saor ‘ NosADT

Study cohort. AP, radical prostatectomy. AT, radiotherapy.
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- ADT for localized prostate cancer
- ADT for BCR after local treatment

- ADT neo-adjuvant to radiation
= Primary, high risk: 36 months

BAU2018

18™ ANNUAL CONGRESS]

MO CRPC : Origin

Table 1. Multivariate analysis of mortality risk of salvage ADT after PSA rise among men with newly diagnosed localized prostate
cancer treated with primary prostatectomy or radiotherapy

Prostatectomy Radiotherapyt
AllCause Prostate Ca Specific AllGause Prostate Ca Specific
No. deaths (No./1.000 person-yrs|* 25 13 [ [ 681 @4 33 (122)
Salvage ADT 102 (148) 8 (©8) 357 @01 191 (161)
No salvage ADT 143 198) £ 24 2 250 12 ©6)
Unadjusted risk estimes:
HR (95% C1) 171 (131-2.22) 320 (205-5.00) 1,60 (1.36-1.88) 249 (199-3.19)
L Q0 000 Q00 000
‘Adjusted risk estimates
HR (95°% CI) 097 (070-135) 1.18 (068-2.07) 084 (070-101) 106 (0.80~1.40)
p Value 0857 0555 0068 0639

Cox proportional hazards model adjusted for age, race/ethnicity, AUA risk group, tumor sequence, Elihauser score, PSA doubling time, postoperative radiotherapy in
prostatectomy group, adjuvant ADT, time from primary therapy 1o PSA rise, diagnosis year and heaith plan.

“Total o 844 patients with and 1,832 without salvage ADT

+Total of 1,421 patients with and 1,707 without salvage ADT.
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- ADT for localized prostate cancer
- ADT for BCR after local treatment

- ADT neo-adjuvant to radiation

= Primary, high risk: 36 months
= Primary, intermediate risk: 6 months
= Salvage: 6 months
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ARTICLES

Long-term Its with il diat drog pp! ion and
external irradiation in patients with locally advanced prostate
cancer (an EORTC study): a phase Il randomised trial

Michel Bolla, Laurence Collette, Léo Blank, Padraig Warde, Jean Bernard Dubois, René-Olivier Mirimanoff, Guy Storme,
Jacques Bernier, Abraham Kuten, Cora Stemberg, Johan Mattelaer, José Lopez Torecilla, J Rafael Pfeffer,
Carmel Lino Cutajar, Alfredo Zurlo, Marianne Pierart

Interpretation Immediate androgen_suppression with an 100
LHRH analogue given during and for[3 years|after external 0
irradiation improves  diseaseree and overall survival of
patients with locally advanced prostate cancer.

- -~ Combined treatment

0 Radiotheragy alone
30 Logrank test p<0:0001.

20 nagard ratio 051

191 eecioss03)

Lancet 2002; 360: 103-08

Overall sunvival (%)

78
Time since randomisation (years)

81208 199 177 146 106 70 46 30 16
50 207 197 183 166 142 93 71 43 24
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available at www.sciencedirect.com
journal homepage: www.europeanurology.com

European Association of Urology.

Platinum Pric *rostate Canc ditor's Choic

Duration of Androgen Deprivation Therapy in High-risk Prostate
Cancer: A Randomized Phase III Trial

Abdenour Nabid “*, Nathalie Carrier*, André-Guy Martin”, Jean-Paul Bahary*, Céline Lemaire,
Sylvie Vass*, Boris Bahoric’, Robert Archambault?, Franois Vincent", Redouane Bettahar',
Marie Duclos’, Marie-Pierre Garant®, Luis Souhami’

*Centre Hospitalier Universitaire de Sherbrooke, Sherbrooke, QC, Canada; " Centre Hospitalier Universitaire de Québec, Québec city, QC, Canada; * Centre
Hosptle Universtaire de Montral Monréel, Q. Canada: Hoptl etsonneuve: Resemt de Montéal, Mol . Canada: *Cenire de Santé t
Sevices Socaux de Chicoini, Chicoutini, Q€ Canad; HGpia Général uf d Montréal, Moo, Q. Canada;*Hopia de Gatine, Gtine, €
Canada; " Centre Hospitalier Régional de Trois-Riviéres, Trois-Riviéres, QC, Canada; 'Centre Hospitalier Régional de Rimouski, Rimouski, QC, Canada; | McGill
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Randomization 10/2000 to 01/2008

630 Arm 1 (310) : ADT* 36 months + RT**
Patients Arm 2 (320) : ADT* 18 months + RT**

*ADT: Bicalutamide 50 mg id x 1 month + Goserelin 10.8 mgq3 m
**RT: pelvis 44 Gy - 4 % weeks, prostate 70 Gy - 7 weeks

Median Follow-up 9.4 year:

7 #ASCO17
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A Overall survival B Disease-specific survival

HRstsz0st-t2m meamonian

i i)

D Disease-free survival

o1
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Baseline EndofQola

Quality of Life Results Am i (0e269) | Amz(0273) | Ami(ne170) | A2 (o
> | e v m

Physical | : I 8602197
Trouble to take along walk (02) JEE | | 6892374
Need tostay in bed or chai (04) [“ss |“esas1sa | s | 929200

| 8882151

12192

Social s 9562126 | + 9441164
Fatigue I | weszre | + | 1692193
et wesk @12) i T [iessans | nasas

Need to be dosed to a tolet (035) 4 702177
Blood in stools(042) . 22190

Sore or enlarged nipples or breasts (Q45)
Sexual active
Iterested n sex (050) 472322 502 . 1942289

Sexually actve with or without intercourse) (051)

Sex enjoyable (052)

s ASCO ANNUAL MEETING ‘17 | #ASCO17  pyecenie

BAU2018

187 ANNUAL CONGRESS]

MO CRPC : Origin

6.23.4  Guidelines for radical treatment of high-risk localised disease

[ strength rati

Radical Prostatectomy (RP)

Offer RP to patients with high-risk localised PCa and a life expectancy of > ten years only | Strong
as part of multi-modal therapy.

Extended pelvic lymph node dissection (ePLND)

Perform an ePLND in high-risk disease. Strong
Do not perform a frozen section of nodes during RP to decide whether to proceed with, o | Strong
abandon, the procedure.

treatments
In patients localised disease, radiation therapy (EBRT) | Strong
with 76-78 Gy in combination with long-term androgen deprivation therapy (ADT) {two to]

[three vears)

In patients with high-risk localised disease, use EBRT with brachytherapy boost (either | Weak
high-dose rate or low-dose rate), in combination with long-term ADT (two to three years).

Other therap surgery and
Do not offer either whole gland or focal treatment to high-risk patients. [ strong
Do not use ADT in i | strong

BAU2018
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- ADT for BCR after local treatment

- ADT neo-adjuvant to radiation
= Primary, high risk: 18-24 months
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Apalutamide Treatment and Metastasis-free
Survival in Prostate Cancer

Matthew R. Smith, M.D., Ph.D., Fred

Simon Chowdhury, M.B., B.S., Ph.D.
Boris A. Hadaschik, M.D., Ju G

Paul N. Mainwarin

Hiroji Uemura, M.D., Ph.D., A

o z, M.D., Géralyn C. Trudel, Ph.D.
Byron M. Espina, B.S., Shu, Ph.D., Youn C. Park, Ph.D.
Wayne R. Rackoff, M.D., Mar K. Yu, M.D., and Eric ). Small, M.D.
for the SPARTAN Investigators

NENGL) MED 37815 NEM.ORG  APRIL 12, 2018
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SPARTAN — Overall Study Design

Phase 3 Placebo-Controlled, Randomized International Study

Apalutamide
Eligibility (APA)
- Pelvc nodes < 2 cm below
fiac bturcatin (N1) allowed SecondRx
+ PSADT 10 months
discretion
On-Study Requirement including
+ Continuous ADT openlabel
I Placebo (PBO) ABIPRED
Stiatifications 5
* PSADT > 6 moor 6 mo ADT
+ Bone-sparing agents, yin (n=401)

NOorN1
1 1

Randomization Metastasis-free survival 2 progression-
) free survival
PFS2)

'BAU2018

MO CRPC : What to do

Results
Patient Demographics and Disease Characteristics

Median time from initial diagnosis to randomization, yrs
Median PSADT, mos

PSADT, %

Nodal status at study entr
No

N1
Prior prostate cancer therapy, %
Definitive local therapy
SnRis agorist
First-generation antiandrogen

‘BAU2018

MO CRPC : What to do

Primary End Point: Metastasis-Free Survival
72% risk reduction of distant progression or death

H
P<0.0

No.atrisk
APA

PBO

'BAU2018

MO CRPC : What to do

Secondary End Point: Time to Symptomatic Progression
55% risk reduction of SRE, pain progression/worsening sx, clinically significant sx
requiring intervention

HR, 0.45 (95% Cl, 0.32-0.63)
P <0.0001

3
8

APA, not reached

2
8

PBO, not reached

Patients Without Symptomatic
Progression (%)

No.atrisk
APA
B0

~BAU2018
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Secondary End Point: Overall Survival
30% risk reduction of death

PBO, 39.0 mo
(median)

MO CRPC : What to do

Results: Treatment Associated Adverse Events

Weight loss . ! 63% 03%

Seizure

MO CRPC : What to do

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 JUNE 28, 2018 VoL.378 NO. 26

Enzalutamide in Men with Nonmetastatic, Castration-Resistant
Prostate Cancer
Maha Hussain, M.D., Karim Fizazi, M.D., Ph.D., Fred Saad, M.D., Per Rathenborg, M.D., Neal Shore, M.D.

Ubirajara Ferreira, M.D., Ph.D., Petro Ivashchenko, M.D., Eren Demirhan, Ph.D., Katharina Modelska, M.D., Ph.D.
De Phung, B.S., Andrew Krivoshik, M.D., Ph.D., and Cora N. Sternberg, M.D.

BAU2018
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Table 1 icand ClnicalC
Enzalutamide Placebo.
Group Group
Charact (N-933) (N=468)
Age—yr
Median 7 ”
Range 50-95 s3-92
ECOG performance status score
no. ()1
o 747 (80) 382 (82)
1 185 (20) 8508)
Missing data 1) 1)
Serum PSA value — ng/mi
Median m 102
Range 03-1071.1 02-4675
PSA doubling time
Median — mo 38 36
Range —mo 04-374 05718
Distrbution — no. (%)
<6mo ns77) 361 (77)
6mo 2723 107 23)
Missing data 1) 0
Use of bone-targeting agent —no. (%)
No 828 (89) 420 50) BAU 201 8
Yes 105 (1) 4800)
H
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PROSPER Study Design

Key Eligibility Criteria

+ MO CRPC (central review)

« Rising PSA despite castrate
testosterone level (s 50 ng/dL)

+ Baseline PSA 2 2 ng/mL

+ PSA doubling time < 10 months

Stratification Factors

« PSA doubling time MFS primary
Cora o O mT) completiondate (se

« Baseline use of bone-targeted ADT
agent (yes vs no)

Enzalutamide
160 mg/day +
ADT

nt

« MFS (defined as time from randomization to radiographic progression

or death within 112 days of treatment discontinuation) A + PSA response
atistical Design: progression + Quality of life

+ Target difference in Kaplan-Meier estimated median MFS of 9 months + Time to use of new
(24 months vs 33 months) antineoplastic therapy

+ Target of 440 events provides 90% power to detect a target HR of 0.72

2018 Genitourinary Cancers Symposium | #GU18 " presented by: Maha Hussain, MD, FACP, FASCO

MO CRPC : What to do

Primary Endpoint: MFS ENZA+ ADT
(r 33) n
100{s—+—-gu Median 36.6 14.7
- \_\ (95% Cl), mo  (33.1-NR)  (14.2-15.0)
HR (95% CI) 0.29 (0.24-0.35)
\o—\ Pvalue <.0001

Metastasis-free survival, %

No. at risk
ENZ T

* Median MFS was = 22 months longer with enzalutamide than with placebo (71% reduction in relative risk of
radiographic progression or death)

2018 Genitourinary Cancers Symposium | #GU18  presented by! Maha Hussain, MD, FACP, FASCO
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Overall Survival: First Interim Analysis Adverse Events*

(n = 930) (n = 465)
Any adverse event 808 (87%) 360 (77%)
Any grade 2 3 adverse event 292 (31%) 109 (23%) Adverse events as the
primary reason for
1
Fatigue treatment discontinuation
Hematuria (2%) + Enzalutamide, n = 87 (9%)
Fall

_(n=933) (n=468) ) « Placebo, n =28 (6%)
Median NR NR Asthenia
(95% CI), mo  (NR-NR) (NR-NR) Preumonia
A 0.80 (0.58-1.09) Syncope Deaths due to adverse
Pvalue 1519 ‘Anemia event on trial irrespective of
Urinary tract infection 7(
Cataract 7/ attribution:
Cardiac failure 7 + Enzalutamide, n = 32 (3%)
y 716 414 5 3 0 Actte myocardialinfarction + Placebo, n =3 (1%)
B ADT 4 4 4 2 4 Adenocarcinoma of the colon
+ Median follow-up time was = 22 months for each treatment arm _—
« There was a 20% reduction in the relative risk of death with enzalutamide vs placebo Coronary artery disease

%

H
2
g
g
H

No. at risk
EN.

esanioss 2018 Genitourinary Cancers Symposium | #GU18  presented by! Maha Hussain, MD, FACP, FAS

MO CRPC : What to do MO CRPC : What to do

Clinical benefit: Clinical benefit:

- Cure : - Cure : Probably not

BAU2018 BAU2018
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MO CRPC : What to do MO CRPC : What to do

SPARTAN-Overall Survival
30% risk reduction of death

Clinical benefit: N
- Cure : Probably not

9Improving oS e L T : PROSPER-Overall Survival
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MO CRPC : What to do

Clinical benefit:
- Cure : Probably not
- Improving OS : Maybe but too early
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MO CRPC : What to do

Clinical benefit:

- Cure : Probably not

- Improving OS : Maybe but too early
- Improving QoL :

BAU2018

18™ ANNUAL CONGRESS|

MO CRPC : What to do

SPARTAN-Time to Symptomatic Progression
55% risk reduction of SRE, pain progression/worsening sx, clinically significant sx

APA, not reached
PBO, not reached

24 28 32 36 40 44

4
0
HR, 0.45 (95% CI, 0.32-0.63)
P <00001
ST ANNUA ONGR

MO CRPC : What to do

Clinical benefit:

- Cure : Very improbable

- Improving OS : Maybe but too early
- Improving QoL : Delaying Symptoms

BAU2018
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MO CRPC : What to do

GH#%STBUSTERS
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M1 HNPC : High

Del

CHAARTED  High
(volume)

LATITUDE
(risk)

High 22 high risk f

features

Visceral metastases
AND/OR
24 Bone metastases
(21 outside vertebral column or
pelvis)

23 Bone

metastases

Visceral

metastases
2Gleason 8

BAU2018
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M1 HNPC : Highw

A Overall Survival

Overall Survival (%)

No. at Risk
Abiraterone
Placebo

[

100 plus in Metastati
90+ Castration-Sensitive Prostate Cancer
80
704 Abiraterone

Expected
60-1 60
o —

i 4,7
“o Placébe 25?
301
20

Hazard ratio, 0.62 (95% Cl, 0.51-0.76)

104 p<0.001

[ 6 12 18 24 30 36 42

Months
597 565 529 479 388 233 93 9
602 564 S04 432 332 172 57 2

BAU2018
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DO NOT LIMIT TREATMENT TO ADT
GIVE DOC or AA!!

M1 HNPC : High

hormone-naive prostate cancer

4

High volume / High risk metastatic

BAU2018
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M1 HNPC : High

B Patients with High-Volume Disease
100

Hazard
060 (5

ratio for death with ADT s docetael,

9% 1, 0.45-081) P<0.001 I

Chemohormonal Therapy in Metastatic
Hormone-Sensitive Prostate Cancer

C Patients with Low-Volume Disease

ADT+docetaxel
(median overall surviva, NR)

ADT slone’
(median overal
sunvival, NR)

Hazard raio for death with ADT +docetaxel,
0,60 (95% C1, 032-113) P=0.11

- AOT o
g (median overah s 492 mo)
r
e
H 17
i e
3 ADTalone.
i (makimovrs
P sl 22 mo)
o 12 4 % 4 6@ 72 &
Months
No.st Risk
ADT+docetaxel 263 23 123 56 31 5 2 o > ®
ADT al 50 193 %2 o3 1 o £
£ w
H
g oo
2
®
No.at Risk
AOT docetmel 134
AoTaone 14

) 2 % & &
Months

120 % 33 15 0

125 7% 51 3 o

M1 HNPC : High‘w‘

A Pain Progression

100 bis plus in Metastati
90 Castration-Sensitive Prostate Cancer
s ¥
SE ™ S
3c 60 Abiraterone
£9
380 —
| 24?
g E’ o Placebd ‘
= 304
& 204
Hazard ratio, 0.70 (95% Cl, 0.58-0.83)
104 p<0.001
6 12 18 24 30 36 42
Months
No. at Risk
Abiraterone 597 395 297 247 181 96 39 2
Placebo 602 332 211 137 82 36 7 0
187 ANNUAL CONGRESS|
hormone-naive prostate cancer
i Strength rating
InM1 lic patients, offer y: treatment to Strong
and reduce the risk for potentially seric lae of advanced di pil rd
fractures, ureteral obstruction, extra-skeletal metastasis).
Offer luteinizing (LHRH) antagonists, especially to patients Weak
with an impending inal cord compression or bladder outlet obstruction.
I In M1 asymptomatic patients, offer immediate systemic treatment to improve survival, Strong
defer progression to a ic stage and prevent dis pr i
B
¥lIn M1 asymptomatic patients, discuss deferred castration with a well-informed patient Weak
Isingat je-e Vi 0 closely monitored,
In M1 patients treated with a LHRH agonist, offer short-term administration of anti- Weak
androgens to reduce the risk of the ‘flare-up
Do not offer anti-androaen monotheranv for M1 disease. Strona
18™ ANNUAL CONGRESS|
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M1 HNPC : Low

Low volume/ Low risk metastatic

hormone-naive prostate cancer

Other systemic treatment?
Local treatment?

BAU2018
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Trial arm

FA

RN soczoledronicacid 8
(R soc:docetaxel Fc
DR socicelecoiv D
[ socrzoledron FE
SOCHzoledronic acidscelecorib FF
rG
SOCHVLIRT {M1) FH

g

M1 HNPC : Low

STAMPEDE: Abiraterone comparisons
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

s0C+metformin
socHE2

A Abiraterone

B ts in comparison
#S0C+enzalutamide+abiraterone

B Pts not in comparison

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024
A=~900 pts > ~267 primary outcome measure events

i BAU2018
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M1 HNPC : Low

RESULTS: OVERALL SURVIVAL

Low Risk High Risk
H iz
H L |
3 s TS
L L \\‘—ﬁ“
L R S A PR LI A R S S
o oo
-l T R S-S
05-4.4% 05-19.7%
M““E'“‘ HR 0.66 (0.44-0.98) HR 0.54 (0.41-0.70)
p=0.041 p<0.001

BAU2018
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M1 HNPC : Low

EmESMD ™™

Role of Abiraterone Acetate + Prednisolone +
ADT in High and Low Risk Metastatic Hormone
Naive Prostate Cancer

Mr Alex Hoyle MBChB MRCS
(Christie GenitoUrinary Research Group Fellow, UK)

Adnan Ali, Nick James, Chris Parker, Adrian Cook, Gert Attard, Simon Chowdhury, Bill Cross,
David Dearnaley, Johann de Bono, Clare Gilson, Silke Gillessen, Rob Jones, David Matheson,
Malcolm Mason, Alastair Ritchie, Martin Russell, Max Parmar, Matt Sydes, Noel Clarke;

for the STAMPEDE trial
satord Royal EE esmo.org
W

187 ANNUAL CONGRESS|

CANCER
RESEARCH
UK

.
M1 HNPC : Low
Low Risk (n=428) High Risk (n=473)
PATIENT 07 ADToARE | palue AT ADTARE | palue
PATIENY o sTICS T
‘Age al randomization
Sy
WHO perfmance sitis e 50 ou o ” s
901 patients stratified reP—
LATITUDE criteria E—
Median Follow up i 7 % H 8
« 41.5 months Regonalnodo sats
. e :
ESMD™™* : .
WVisceral + Nate. 1 )
‘Bona + Node - Viscaral 1 1 1
"

18 ANNUAL CONGRESS]

M1 HNPC : Low
RESULTS: PROSTATE CANCER SPECIFIC SURVIVAL
Low Risk High Risk
P a— P
§ 5 e § 3 s
é ol g E sor
P mnnzrm :?:;11(:.,;14154] :ﬁs:;;(%.‘:a‘o.n),
2006 p=0.008 p<0.001
BAU2018
18™ ANNUAL CONGRESS|




M1 HNPC : Low M1 HNPC : Low

RESULTS: SKELETAL RELATED EVENT FREE SURVIVAL SUMMARY
Low Risk High Risk + Abiraterone + Prednisolone + Overall Overall Survival (HR) ~ p value
a sorensr . ADT improves all survival STAMPEDE M1 Cohort 0.61(0.49-0.79) p<0.001
— ! \ endpoints in mHNPC
H _ ot
- E T~ L * No evidence of subgroup Low Overall Survival (HR)  p value
Pl - interaction STAMPEDE Low Risk 0.66 (0.44-0.98) p=0.041
P - Al i .
i + Stratifleation Independent | STAMPEDE Low Volume 0.64(042:0.97) p=0034

* Individual risk/volume variation High Overall Survival (HR)  p value
o -  18.2% LATITUDE High Risk 0.62(051-0.76) <0001
R i S STAMPEDE High Risk 0.54 (041-0.74) <0.001
renaom, e, EREMD ™™™ STAMPEDE High Volume 060(046078 <0001
p<0.001 p<0.001
mBAU2018 WBAU2018

M1 HNPC : Low M1 HNPC : Low

Low volume / Low risk metastatic Low volume / Low risk metastatic

hormone-naive prostate cancer hormone-naive prostate cancer

4 4

GIVE ADT + AA!! GIVE ADT + AA!!
BAU2018 BAU2018
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M1 HNPC : Low M1 HNPC : Low

- JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT
STOMP trial B
00
Surveillance or Metastasis-Directed Therapy for 0
Oligometastatic Prostate Cancer Recurrence: A Prospective, _ w
Randomized, Multicenter Phase II Trial g =
3 B
a 3 s
8 g«
Primary endpoint & £
s u
+ ADT-free survival 2 2w
Stratification »
« PSADT HR, 0.60 9% C1, 031 10 1.13); log-rank P 11 HR, 0.55 (80% CI, 036 10 0.85;log-rank = 08
. Raditherany . Acive il ! |
sy sureitance g IEEEEEEEEREE 0 5 2 8 24 %0 % 4@ 4 54
Olgometastases > Randomzation No. at risk Time (months) No. at risk: Time (months)
A At M B w2 v o2 s s s 2 1 MD 3% 3 2 20 W o0 s 5 2 1
Sv. 31 2 20 1 8 5 3 1 0 0 Swv.2 9 5 9 6 4 3 1 0 0
Pometstoes > Androgen dervaion therapy

Kapiar wvation thersoy (ADTI-free survivalof survel Hanc vers intention-to
roat anslysis and (B the perorofocol anayss. HA, hezard ato: Sure., survelance.

BAU2018
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M1 HNPC : Low

Table 2. Indications for Starting Androgen Deprivation Therapy

Surveillance Metastasis-Directed Therapy

Indication (n=31) (n=31)
Not started yet 6 (19) 12 (39)
Polymetastatic progression 6 (55) 19 (61)
Local progression 6(23) 0 (0)
Symptomatic progression 3 (10 0 (0)

NOTE. Data are presented as No. (%)
*Two patients with symptomatic gr
metastatic progression.

ression also showedl bcal and poly-

N AV
81% 61%

M1 HNPC : Low

Table 2. Indications for Starting Androgen Deprivation Therapy

Surveillance Metastasis-Directed Therapy
Indication (n =31)

(n=31)
Not started yet 6 (19) 12 (39)
Polymetastatic progression 6 (55) 19 (61)
Local progression 6 (23) 0(0)
Symptomatic progression 3 (104 0(0)

NOTE. Data are presented as No. (4
*Two patients with symptomatic {
metastatic progression.

ression also showedl bcal and poly-

BAU2018
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M1 HNPC : Low

Table 2. Indications for Starting Androgen Deprivation Therapy

Surveillance  Metastasis-Directed Therapy
Indication (n=31) (n=31)
Not started yet 6 (19) 12 (39)
Polymetastatic progression 6 (55) 19 (61)
Local progression 6 (23) 0(0) 23%
Symptomatic progression 3 (104 0(0)

NOTE. Data are presented as No. (%)
*Two patients with symptomatic gr
metastatic progression.

ression also showedl fcal and poly-

81% , 61%

ho BAU2018
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M1 HNPC : Low

Low volume / Low risk metastatic

hormone-naive prostate cancer

4

No ADT and MDT!!

BAU2018
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\/

81% , 61%

o BAU2018
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M1 HNPC : Low

A phase Il randomized trial of Observation @
versus stereotactic ablative Radiatlon for
OLigometastatic prostate CancEr (ORIOLE)

Eligibility
<3 metastatic lesions (< S cm)

Randomization 1:2
Observation vs. SBRT

Primary endpoint: To radiographically determine the proportion of men who have
progressed after 6 months from randomization to observation versus SBRT who

have oligometastatic prostate cancer.
BAU2018
"
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M1 HNPC : Low

Low volume / Low risk metastatic

hormone-naive prostate cancer

¢

GIVE ADT + AA!!

BAU2018
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M1 HNPC : Low

Radiotherapy to the primary tumour for newly diagnosed,
metastatic prostate cancer (STAMPEDE): a randomised
controlled phase 3 trial

2@H®

Chrstopher CParker, Nicholas D James, Christopher D Brawley, Noel W Clarke, Alex P Hoyle, Adnan A, Alastair WS Ritchie, Gerhart Attard, m
Willam Cross, ilke Gillessen, Care bert fones, Ruth € Langly, Zafar Mali 3
David Matheson, Robin Milman,  Martin Russel, George N Thalmann, Clire L Amos, Roberto Alonzi, Amit Bah, Alfson Birte, Omr Din,

Hassan Douis, Gale, Kh F Lester,Joe M O'Sullvan, Omi A Parikh,

an D Pedley, Delia M Pudney, Dense  Sheehan, Narayanan Nair Sihar, Anna T H Tran, Mahesh K B Parmar", Matthew R Sydes", on behalf of the

Systemic i

m Publi i 21,2018 http://dx.doi.org/10.1016/50140-6736(18)32486-3

BAU2018
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M1 HNPC : Low
Control Radiotherapy
(n=1029) (n=1032)
Age at randomisation (years) 68(63-73) 68 (63-73)
Range 37-86 45-87
WHO performance status
0 7321%) 734(71%)
12 297 (29%) 298 (29%)
T category at randomisation
T 0(0%) 2(<1%)
st 12 (1%) 12(1%)
n 84(9%) 89(9%)
i} 585 (62%) 603(63%)
4 260 (28%) 246 (26%)
™ 88 80
N category at randomisation
No 345 (36%) 344 (36%)
N+ 620 (64%) 620 (64%)
NX 64 68
Metastatic burden
Low 409 (42%) 410 (43%)
High 567 (58%) 553 (57%) BAU 2 01 8
Not classified 53 69 L™ A

M1 HNPC : Low

Control Radiotherapy
(n=1029) (n=1032)
(Continued from previous column)
Sites of metastases
Bone 919 (89%) 917 (89%)
Liver 230%) 19(2%)
Lung 42(4%) 48(5%)
Distant lymph nodes 294(29%) 304 29%)
Other 350%) 330%)
Gleason sum score
7 173(17%) 172 18%)
810 820 (83%) 810(82%)
Unknown 36 50
PSA before androgen 98(30-316) 97(33-313)
deprivation therapy (ng/mL)
Range 120590 111156

BAU2018
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A Overslurvival inlow metastaticburden

Overllsunval

HRO.68,95%C1052-090;p-0007

B Overallsurvival in bigh metastatic burden

Number at ik
(events

Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25 567 (11) 547 (42) 500 (58) 428 (a1) 312 (27) 245 (43) 161 (0)100 () 48 (3) 13
Radotheapy 410 (1) 405 (4) 399 (12) 366 (12) 301.19) 242 (10)200 (15 137 (1) 77 (5) 25 553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (1) 44 (5) 20

C Faiurefree survival i fow metastatc burden D Failore-reesurvivaln high metastaticburden

oS 95800 p000n Ny

e \

IR )

HRO88,95%C1071-101:p-0059

[ T T T T I 50
P — Time since andomistion (manth) Timesince
«

S

(vents)
Contol 409 78) 324 (50) 269 (49) 211 (39) 21 (16) B3 (15 B (H 2 ) 1 () 6 570DV (9 W @) B H O Y 4§ A @) U © 3
. T B & r S Sl o

randomisation (months)

M1 HNPC : Low

at www.sciencedirsct.com
homepage: www.europeanurology.com

European Assocaton of Urology

Effect on Survival of Androgen Deprivation Therapy Alone
Comp to Deprivation Therapy Ce i with
Concurrent Radiation Therapy to the Prostate in Patients with
Primary Bone Metastatic Prostate Cancer in a Prospective
Randomised Clinical Trial: Data from the HORRAD Trial

Liselotte M.S. Boevé“"*, Maarten C.CM. Hulshof*, André N. Vis", Aeilko H. Zwinderman",
Jos W.R. Twisk®, Wim PJ. Witjes’, Karl PJ. Delaere®, R. Jeroen A. van Moorselaar”,
Paul CM.S. Verhagen", George van Andel”

“Deartment of Urilogy, OLVG, Amsterdam, The Netherands. *Department of Urogy, VU uivesity Metical Centre, Asterdam, The Netherands

The Netherands Medical
Cente, Amstrdam, The Netherands:“Departmens of Epidemilogyand Bstatstcs, ) nivrsity MedicalCere, Amsterdam, The Nethelads; CuraTial
SMo6 T Ntherands: Heerln,The Netherands: Department of Urology:

Erss Medca Cntre, Rttedam, The Netherands

M1 HNPC : Low
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M1 HNPC : Low

Low volume / Low risk metastatic
hormone-naive prostate cancer
"PCa cT2 NOM1 gl 3+4 2 bone mets”

4

Radiotherapy on the prostate
BAU2018
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M1 HNPC : Low

*Thrombone  *g-RAMPP

BAU2018
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M1 HNPC : My opinion

High volume / High Risk ADT lifelong + Doc/AA

Low volume / Low Risk

* Primary unTx

» Primary Tx

BAU2018
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M1 HNPC : Low

Low volume / Low risk metastatic
hormone-naive prostate cancer
"PCa cT2 NOM1 gl 3+4 2 bone mets”

¢

Surgery on the prostate??
BAU2018
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M1 HNPC : My opinion

High volume / High Risk

Low volume / Low Risk

» Primary unTx

» Primary Tx

BAU2018
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M1 HNPC : My opinion

High volume / High Risk ADT lifelong + Doc/AA

Low volume / Low Risk

ADT 18-24 mnths+ RT
Prostate/Pelvis + MDT

* Primary unTx

» Primary Tx

BAU2018
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M1 HNPC : My opinion

High volume / High Risk ADT lifelong + Doc/AA

Low volume / Low Risk

ADT 18-24 mnths+ RT
Prostate/Pelvis + MDT

* Primary unTx

» Primary Tx MDT

BAU2018
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Future : MO HNPC

Future : MO HNPC

Enzalutamide in Androgen Deprivation Therapy 24 mths With
Radiation Therapy for High Risk, Clinically Localised, Prostate Cancer
(ENZARAD)

An Efficacy and Safety Study of JNJ-56021927 (Apalutamide) 24 mths

in High-risk Prostate Cancer Subjects Receiving Primary Radiation
Therapy: ATLAS

BAU2018
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Studies on Prostatic Cancer
I. The Effect of Castration, of Estrogen and of Androgen
Injection on Serum Phosphatases in Metastatic
Carcinoma of the Prostate*
Charles
(o
Patient population Treatment
=
i L]
g ﬁ Treatment A
s (effectivein 20% of
-3 f | coreetpopuiton
g 80% is waste)
3 #

Tailored approach

Treatment A

Treatment B

Treatment C

Treatment D
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