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Epidemiologie en prognose: situatie in
Vlaanderen en Belgié

Incidentie 4-Combined TNM stage, Belgium 2014 (Prostate Cancer)
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Behandeling stadium IV prostaatcarcinoom

Stadium 4

Systemische

Chirurgie Radiotherapie therapie
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Doel systemische behandeling

- Verlengen ziektegerelateerde overleving
- Verlengen algemene overleving
- Uitstellen ziektegerelateerde symptomen
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Onderverdeling
« Castratiegevoelig prostaatcarcinoom (CSPC)

« Castratieresistent prostaatcarcinoom (CRPC)

- Progressieve ziekte (biochemisch/radiografisch/klinisch)
prostaatkanker zo effectief gecastreerd (Testosteron < 50
ng/dl; zo orchidectomie < 20ng/dl)

- Onderverdeling:
« Castratieresistent, hormoongevoelig
- Castratieresistent, hormoonresistent

« Androgeen-onafhankelijke cellen!
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Evolutie behandeling prostaatcarcinoom:
Voor 2004

Anti-

androgenen Prednisolone

Mitoxantrone | Ketoconazole |8 Oestrogenen
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Castratiegevoelig PC
Androgeen-deprivatietherapie
(ADT) LHRH
analogue
- Mechanische castratie /,r’\
- Bilaterale orchidectomie [ N “““
- Chemische castratie \ Jestosterone
/, renal androgens
+ LHRH-agonisten 0% /A : I : —
Zoladex®, Decapeptyl®, Depo-Eligard®, Suprefact®,
Gonapeptyl®, Salvacyl® Orchidectomy
« LHRH-antagonisten TUMOUR PROGRESSION
Firmagon®
21/06/2017 7
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Castratiegevoelig PC

mTTTF

0 2 4 6 8 10 12 14 16 18 20

mTijd (maanden)

Vogelzang et. al; Urology: 1995
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Effect ADT bij gemetastaseerd, castratie-
na-l-ef’ hoog-risico PC Hoog-risico patiént = >2/3:

Gleason =8, >3 botM+,
ADT viscerale M+

TT PSA progressie

rPFS

o
N

4 6 8 10 12 14 16 18
mADT (= LHRHagonist of orchidectomie)

Fizazi et al., J Clin Oncol 35, 2017 (suppl; abstr LBA3)
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Castratieresistent, hormoongevoelig PC

» Secundaire hormonale behandeling

1. Anti-androgenen:

- Androgeen-receptor
blocker/antagonist:

Bicalutamide (NSAA): Casodex®, Bicalutamide
Sandoz®, Bicalutamide EG®, Bicalutamide Teva®

Flutamide: Flutamide EG®
« PSA daling = 50% in 30-50%

- Antiandrogeen withdrawal syndrome

1r) (o) (tomna
» PSA daling = 50% in +/- 20% Pk
gedurende 3-5 m (zo reeds MAB =
ADT + AA)

Bron: William K., Urology: 2002
26/06/2017
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Maximale androgene blokkade (MAB)

Bilaterale orchidectomie +/- Flutamide bij gemetastaseerd
castratie-naief PC

— 100 e _ .
100 Flutamide, extensive dissass 2 - — ﬁ‘.":‘,’.ﬁ.‘,’i&iﬁi’élﬁ“’
., — ::::::a:‘::;‘"":f:::;d 3 @ Ny Flutamide, minimal disease
g w0 — Placabo, minimal tlebada 2 —— Placebo, minimal disease
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o 24 a8 7 % 0 24 i = ”
Months of Follow-up Morithe of Follow-up
Eisenberger et al., NEJM: 1998
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Castratieresistent, hormoongevoelig PC

2. Prednisone (5mg 2x/d, low dose)
« Negatieve feedbackloop
« PSA daling = 50% +/- 20%
« Respons op pijn (?)

:

3. Ketoconazole +/- hydrocortisone
« Cytochroom P450i - inhibitie,

productie androgenen bijnier g’ Airenalandrogens
« PSA daling = 50% in 20-60%

TUMOUR PROGRESSION

4. QOestrogenen
- Direct toxisch effect?
« PSA daling = 50% in 26-81%
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Castratieresistent, hormoonongevoelig PC

« Mitoxantrone NS P
- Anthracenedione
- PSA daling = 50% in 33%
- Palliatief-effect

Prednisolone

Mitoxantrone + Prednisolone

0 2 4 6 8 10 12 14
mOS in maanden

Tannock et al; JCO: 1996
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Evolutie behandeling prostaatcarcinoom:
Voor 2004

Anti-

androgenen Prednisolone

Mitoxantrone | Ketoconazole |8 Oestrogenen

21/06/2017




Na 2004:

2004:
Docetaxel na

PD ADT

N N

( [

N A A\ _
2004:

Zoledroninezu
21/06/2017
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“"De viucht vooruit”

2010:
Cabazitaxel
na PD
Docetaxel
N ,//7\\
( (
\ \
N/ NS
2011:

Abiraterone
Acetaat na PD
Docetaxel

2011:
Denosumab

N N

( (

N/ N/
2012:

Enzalutamide
na PD
Docetaxel
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2013:
Radium-223
voor botM+

T

mOS in maanden

Eerste lijn na ADT

21/06/2017

Mitoxantrone +Docetaxel q3w
prednisolone + prednisolone

3 HR 0,76; 5
95% CI: 0,62 -
mOS 0,94; p = 0,009 mOS
19,2
16,3

mOS in maanden

ADT

\

Docetaxel (Taxotere®)

Tubulin subunits.

Docstaxel

Polymarization
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HR 0,61; 1 HR 0,78;
95% CI: 0,47 - 95% CI: 0,66 -
0,80; p < 0,001 mOS 0,93; p = 0,006
81
57,6 - 71
[
e}
C
©
©
€
£
(%]
o
1S
ADT + ADT ADT +
Docetaxel Docetaxel

Castratie-naief

1James et al; Lancet: 2016; 2Sweeney et al; NEJM: 2015; 3Berthold; JCO: 2008

Castratie-naief
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mOS!

mOS in maanden

Mitoxantrone

Na Docetaxel
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Cabazitaxel (Yevtana®)

HR 0,070;
95% CI: 0,59 —
0,83; p < 0,001

15,1

mOS in maanden

Cabazitaxel +
Prednisolone
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25,2 24,3

Cabazitaxel Cabazitaxel Docetaxel
20mg/m?2

25mg/m?2 q3w

Eerste lijn na ADT

1De Bono et al, Lancet: 2010; 2 Sartor et al, ASCO-abstract 5006: 2016

.

Prednisolone

mOS
HR 0,65;

95% CI: 0,54 —
0,77; p < 0,001

14,8

10,9

mOS in maanden

Abiraterone +

prednisolone
Na Docetaxel

De Bono et al, NEJM: 2011

Prednisolon

17/10/20

\

e CYP17-inhibitor

mOS
HR 0,81;
95% CI: 0,70 -
0,93; p = 0,0033
30,3

34,7

mOS in maanden

Prednisolone Abiraterone +
prednisolone

Eerste lijn (na PD ADT)
Ryan et al, Lancet: 2015
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Abiraterone Acetaat (AA) (Zytiga®) +

Af
{3 o
W &

= X X ==

-

Xpmemeen

Prostats fumor cells

rPFS
HR 0,47;

95% CI: 0,39 -
0,55
Hoog-risico patiént =
>2/3: Gleason 28, 23
botM+, viscerale M+

14,8
ADT + AA +

ADT
Prednisolone

Castratie-naief
Fizazi et al., J Clin Oncol 35, 2017 (suppl; abstr LBA3

rPFS in maanden
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Enzalutamide (Xtandi®) Q.
Cr
¥
“Super” anti-androgeen R Jm* R
e e .
VIO
HR 0,71; =
HRO&: mOS 95% CI: 0,60 - mOS HR 0,44; mPFS
o CL: 0,53 — 0,84; p < 0,001 324 95% CI: 0,34 -
0,75; p < 0,001 18,4 30,2 . 0,57; p < 0,0001 15,7
C C C
g 13,6 S S
c c c
© © ©
© © ©
e 1S S
£ £ s 58
7)) 0
e} Q &
£ E £
Placebo Enzalutamide Placebo Enzalutamide Bicalutamide Enzalutamide
Na chemotherapie Eerste lijn (na PD ADT) Eerste lijn (na PD ADT)
Scher et al, NEJM: 2012 Beer et al, NEJM: 2014 Shore et al, Lancet: 2016

21/06/2017 19

_

iridium
kankernetwerk
Botgerichte behandelingen
e Zoledroninezuur « Denosumab (Xgeva®)

Tijd tot eerste

Tijd tot eerste
skeletgerelateerd event

skeletgerelateerd event

(SRE) .25 (SRE)
(o)
§ 600 S0
© +3,6
g 500 o maanden
c +56 E 15
LI_.I 400 maanden c
300
5 g 10
< 200 0
S 25
© 100 ]
) 20
Placebo Zoledroinezuur = Zoledroninezuur Denosumab
Saad F, et al. J Natl Cancer Inst 2004 Fizazi K, et al. Lancet 2011
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Botspecifieke behandelingen
HR 0,70;
. . mMOS  9s%'cr: 0,55 -
« Radium-223 (Xophigo®) _ 1 0.88; p = 0,002
‘Range of % 11,2
beta particle c ’
~N ®
€
£
0
o)
€
Radium-223 + Placebo + BSOC
reclom 228 BSOC
radium-,
g ..
sohe. - Tijd tot eerste SRE
HR 0,66;
95% CI: 0,52 -
Bone \ Basia c 15,6 0,83; p < 0,001
surface w c
X O
n © 9,8
- C
S B
o E
=
Parker et al, NEJM: 2013 Radium-223 + BSOC Placebo + BSOC
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Evolutie behandeling prostaatcarcinoom:

Huidig beeld

Secundaire
ADT hormonale Enzalutamide
behandeling

Abiraterone Radium-223 Cabazitaxel

Docetaxel
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Evolutie behandeling MCRPC
mOS
Mitoxantrone + Prednisolone (1) ﬁ 12
0 10 20 30 40
Mitoxantrone + prednisolone (2) |63
Docetaxel q3w + prednisolone (2) [ 1 © 2
0 5 10 15 20 25 30 35 40
Placebo + prednisolone (3) 30,3
Abiraterone + prednisolone (3) 34,7
(1): Tannock et al; JCO: 1996 10 20 30 40
(2): Berthold et al; JCO: 2004 (update 20083J ®Maanden
(3): Ryan et al; Lancet Oncology: 2015
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Een waaier van mogelijkheden...
Standardol  Standard of Standardof  Standand of care
Abiraterone acetate  Placebo group == el | Mmidos
group (n=546) (n=542) docntml
2 7] w15 318
Patients with subsequent 365 (67%) 435 (80%) L ) 6TIBER)  0IME)  26OMIN  27(E1%)
Reported W) e eendngeatment. J1(S0K) W2U6%) 10N 16U
therapy e extending trstment
Abiraterone acetate 69 (13%) 238 (44%) o, i:: :::; l:: E‘ﬁ: ;::;: ::::’)
Cabazitaxel 100 (18%) 105 (19%) o w86 i i)
Gabartiom! HE%)  MEN 2w 3009%)
Docetaxel 311(57%) 331(61%) 223 L] 1% L) 0%
Other trsatments.
Enzalutamide 87 (16%) 54 (10%) Ant-androgern SR(6T%) M6 BIGE)  UAGSK)
Zoledsonic ackd mars  so(3%) B’ 3601%)
Ketoconazole 42 (8%) 68 (13%) Deamethaone WY 42 A 2908
Diethylstibestrol (abso known as. B A B|IE) A0
Radium-223 20 (4%) 7(1%) skoescl)
Frrdpaore nE% 269 Bow AW
Sipuleucel-T 45 (8%) 32(6%) Oty emttery” %0%  UEw am 5w
Other bisphosphonate 2% 30%) 20%) S@%
Strontm 2 (%) ) 201%) A%
Dataare n (%). o 2 ohion o 1o o(o%) 0(0%)
Mot docetad or cabantaond | Not soledeons acid.
Table 1: Subsequent therapy for prostate cancer

Ryan et al, Lancet Oncology: 2015 James et al, Lancet: 2016
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CHAARTED-trial Pt kg e e

Huzard ratia for death with ADT +docetuel,
040 (955 0, 0.45-0.81) P<0.001

£
2w
-
HR 0,61; 2w
95% CI: 0,47 - H
0,80; p < 0,001
mOS ° =
0 12 ) 36 A‘S 60 72 84
c 57,6 Moaths
[
e 44
©
©
1S
£ £
w0 3
2 i
a
£
i Hazard ratio for death wth ADT +docetam |,
ADT ADT + 204 0.60 (9596 €, 0.32-1.13) P=0.11
Docetaxel
1n 24 36 43 60
Castratie-naief —
Sweeney et al; NEJM: 2015
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De toekomst

« PEACE-1-studie: ADT +/- Abiraterone Acetaat +/-
Docetaxel +/- RT MCSPC

» AR-V7-expressie:
- Apalutamide (ARN-509): AR-antagonist
- Darolutamide (ODM-201): AR-antagonist

« HRD:
- PARP-inhibitoren (olaparib, rucaparib)

« PI3K/Akt/mTOR-signaaltransductieketen
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Vragen?
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Maintain
ﬁ:‘;‘:‘:ﬁ A castrate
for distant serum
metastases levels of
testosterone
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NCCN-richtlijnen

= Clinical trial (preferred)

= Observation especially if
PSADT 210 mo

+ Secondary hormone
therapy™ especially if PSADT
<10 mo
» Antiandrogen
» Antiandrogen withdrawal
» Ketoconazole +

hydrocortisone

» Corticosteroid
» DES or other estrogen

Visceral

No—
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|+ Abiraterone™ with prednisone
(category 1)
-y 83,00 it

(category 1)
» Enzalutamide™ (category 1)
* Radium-223 for symptomatic bone
metastases (category 1)"
« Clinical trial
+ Secondary hormone therapy™
» Antiandrogen
» Antiandrogen withdrawal
+ hyd

»
» Corticosteroid
» DES or other estrogen

= D 32,28 with

—
* Clinical trial

y 1)
+ Enzalutamide™ (category 1)
« Abiraterone™ with prednisone
+ Alternative chemotherapy
with

= Secondary hormone therapy™
» Antiandrogen
» Antiandrogen withdrawal
r K le &

+ Corticosteroid
» DES or other estrogen
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