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Le cancer de la prostate

Phn Xavier Gérard

Service de pharmacie clinique
CHU de Liege
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CH Epidémiologie

de Liege

« 3eme cause de mortalité (Poumon>C-
R>prostate)

* Mortalité en recul ~20% (1983-87 2003-07-
 1°" cancer urologigue : Adénocarcinome>>

* Incidence en augmentation (PSA)
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C‘!j_iége Facteurs préedictifs de mortalite ?

* Cycle cellulaire : bcl-2 and p53

* Angiogenese :[3-3 integrin, VEGF, densité
de microvaisseaux




Annals of Internal Medicine | ARTICLE

Molecular Markers and Death From Prostate Cancer

N John Concato, MD, MPH; Dhanpat Jaln, MD; Edward Uchlo, MD; Harvey Risch, MD, PhD; Willlam W. LI, MD; and Carolyn K. Wells, MPH

Cause-Specific Survival Based on bel-2 Status

1.0 1.0 Cause-Specific Surdval Based on p53 Status
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Patients, n Survival Time, y Patients, n Survival Time, y
Death from prostate cancer 105 142 180 Dieath from prostate cancer 106 143 161
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Cause-Specific Survival Based on MVD Quartile

1.0
0.5} Coneclusion: Immunochistochemical evidence of bel-2, p53, or high
g mlcrﬂﬁsel derjﬂt;-.f in prostate cancer blu:ups:,-' specimens at diagnosis
3" is associated with an increased long-term risk for death from pros-
£ tate cancer.
2 04 — MVD <20 vessels/hpf
H — MVD 20 to =28 vessels/hpf
— MVD 29 to =39 vessels/hpf
027 — MVD 240 vessels/hpt
a0 T T T
] & 10 15
Patents Survival Time, Ann Intern Med. 2009;150:595-603.
Death from prostate cancer 104 141 159

Rermalning at risk 545 I 20



CcH Facteurs de risque

de Liége

¢ Sexe

* Age (! sarcome sujet jeune !)

« Obeésite =

« Ethnie : Africain > Blanc > Asiatique
Rem : Agressivité Afro-blanc >>

« ATCD Iirradiation pelvienne

» Exposition a la testostérone in utero




C—Hd Récemment...La chiromancie

de Liege

- Testostérone in utero basse : index plus

long
Lindex est plus petit que
fllialre, cela signifie ) | |
plis de risque de - Testosterone in utero élevée : index plus
court

15 ans (1994-2009)
1524 patients cancéreux

3044 patients sains

Br J Cancer. 2011 Jan 4;104(1):175-7..



CH. Vers une « prophylaxie » ?

de Liege

Effect of Selenium and Vitamin E on Risk

of Prostate Cancer and Other Cancers
The Selenium and Vitamin E Cancer Prevention Trial (SELECT)

Figure 2. Cumulative Incidence of Prostate Cancer Detected Each Year by Intervention
Group
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‘Yaars After Randomization

Mo, et rigk
Placeba Af82 3353 8328 8039 Y380 4392 2516
Witamin E 8732 810 8573 |me  v401 4EE7 2557
Sakenium 8750 B9y 8541 |83 Y303 4348 2G5S
Saknium + vitamin E 8700 8585 8371 8097 T428 4804 2530

JAMA, January 7, 2009—Vol 301, No. 1



CH Inhibition de la 5-a reductase ?
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Testosterone

OH
CH,

0

Sa-reductase typel l = dutasteride

Sa-reduclase typel L finasteride

CH; OH

5-a-dihydrotestosterone

Best Practice & Research Clinical Endocrinology & Metabolism 25 (2011) 355-367
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Vers une « prophylaxie » ?

PCPT study
« The Prostate Cancer Prevention Trial »

Rates of cancer diagnosis in the Prostate Cancer Prevention Trial

o oo g\\ | | All Prostate Ca
Finasteride Placebo
No. tumors I57 1,068
No. Gleason score (%)
2-6 477 (63.0) 831 (77.8)
] 180425.1) 184 {17.2)
7-10 280 (37.0) 237 (22.2)
8-10 O0(11.9] B3 (R.0)

The Journal of Urology, Vol 182, Issue 2,2009, 499-508
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Vers une « prophylaxie » ?

de Liege
‘ ORIGINAL ARTICLE
Effect of Dutasteride on the Risk
of Prostate Cancer
O 5 m / Dutasteride  Placebo
Event ' g/] (N=4105) (N=4126) P Valuej [ Dutasteride [l Placebo
no. (96)
Relative risk Relative risk
Arty adverse event 3017 (73.5) 2966 (71.9) 0.10 ﬁ 754 reductic:-r‘l, reductio
Ary serious adverse event 748 (18.2) 837 (20.3) 0.02 E (952 CI, 13.0-30.8) (952 Cl, 9.9-35.3)
Drug-related adverse event a E 20 Pe=0.001 P=0.001
Any 904 (22.0) 604 (14.6)  <0.001 'E I 17.2
Leading to permanent discontinua- 176 (4.3) 83 (2.0) <0.001 S ; 15 13.4
tion of treatment = S 11.9
Qccurring in =1% of subjects in 5 5 10 o1
either study group 5 2
Decreased libido 137 (3.3) 65 (1.6) <0.001 ‘E lj
Loss oflibido 79 (1.9) 54 (1.3) 0.03 E‘ "7
Erectile dysfunction 369 (9.0) 237 (5.7)  <0.001 435 224
Decreased semen volumet 56 (1.4) 9 (0.2) <0.001 Yrl-2 Yr3-4
Gynecomastia 76 (1.9) 43 (L0} 0.002
Deathf 70 (1.7) 77 (1.9) 0.65

N Engl J Med 2010;362:1192-202.



CH. Plus de tumeurs de haut grade ?

de Liege

Biopsy cores

Carcinoma

No finasteride Finasteride-treated

(volume ~ 33ml) \ (volume ~ 25ml) \

european urology supplements 5 (2 00 6 ) 634-639




C'H\/ Une question non élucidée...

de Liege

Conclusion de Minerva

Chez des patients a risque éleve de cancer prostatique,
un traitement par dutasteride pendant 4 ans reduit ['in-
cidence de cancer prostatique détecte lors de biopsies
systematiques mais avec augmentation des cancers
prostatiques de haut grade. Des constatations sembla-
bles avaient ete faites avec le finasteride.

L

Pour la pratique

Un guide de pratique recent* n'aborde pas l'interét des
inhibiteurs des 5 alpha-réductases dans la prevention du
cancer de la prostate. Une synthese methodique de la
Cochrane Collaboration® souligne a ce propos un moin-
dre risque de diagnostic de cancer chez des hommes a
risque, avec des effets indesirables et sans connaissance
de |'effet sur la mortalite. Sur base de ces donnees, des

experts® n'en recommandent pas |'utilisation sauf chez
des patients a haut risque et bien informeés. La FDA vient
de refuser cette extension d'indication pour le dutasté-
ride (comme pour le finastéride)®.

minerva juin 2011 volume 10 numéro 5



cH Clinique
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« PROSTATISME (gene a la vidange)

Dysurie

Faible jet

Pollakiurie (nocturne svt)
Impériosité

« Heématurie
« Hémospermie,...

INON SPECIFIQUE!




CcH Le PSA

de Liege

« = Glycoproteine fabriquée par la cellule
prostatigue et éliminee essentiellement
dans le sperme

 Petite fraction dans le sérum (norme 0 a 4
ng/ml) libre ou lié a des proteines

« [PSA]sqg libre / [PSA]sg total < 18%
= SUSPICION NEOPLASIE

lllllllllllllll
aaaaaaaaaaaaaaaaaaaaa



CcH Le PSA

de Liege

* Augmente en cas de prostatite, HTBP,
cancer,etc. Bref, NON SPECIFIQUE

» Valeur pronostic de sa vélocite

* Augmentation avec I'age physiologique

Tableau 1 Niveau de |'antigéne specifique de la prostate
(PSA) selon L'age.

Age PSA en ng ml™
40-49 02,3
50-59 0-3,5
60-69 0-4,5
f0-79 0-6,5

Annales d’urologie 38 (2004) 137-147



C'H Examens

de Liege

« Infos locales »

» Toucher rectal (nodule) N
 Echographie endo-rectale +- Doppler
(vascularisation)

» Biopsie (affirme ou infirme le diagnostic)
Lavement rectal + AB CourrexThnte

7 MEET THEHOS?\ITAL STAPH
. "8 6 ¢ 1?3 . /‘ )| e

Belgian Oncology




C-!Z’L,-ége Gradification

e Grade de Gleason: | = IV

* Score de Gleason = Somme des 2 grades
les plus représentés (2 a 10)

Tableau 2 Comparaison de |'espérance de vie des patients non traités par rapport a une population de réference du méme age,
en fonction du grade.?

Espérance de vie a 65 ans Espérance de vie a 70 ans Espérance de vie a 75 ans
Population générale 15,8 ans 12,7 ans 10 ans
CaP T1-T2 10,6 ans 8,2 ans 6,2 ans
Score de Gleason 2-4 16,1 ans 13 ans 10,2 ans S
Score de Gleason 5-7 11,3 ans 8.8 ans 6.7 ans
Score de Gleason 8-10 7.9 ans 5,9 ans 4,4 ans

Annales d’urologie 38 (2004) 225-258



H Examens
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« Infos systémigues »

 Scintigraphie osseuse (M,-M,)
* PET scan F*DG (sauf cerveau, vessie)

=» Classification TNM




CcH' Classification TNM

 T: Taille (X, I121V)
* N : Nodes (X, 0,1)
M : Metastase (X, 0,1, 1a,1b)

' blaclder

sen':liml =

ﬁ vesicla % ?
pro:*::tate glard |

T1 % ? T3

T2 T4
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Histoire naturelle

v

Stade LOCALISE Stade INVASIF
ECHAPPPEMENT

M1

3 cas possibles HS 10%




CH./ « Combien de temps ? »
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Rising PSA seult =4ans?
Métastases

asymptomatiques = 18—24 mois

(limitées)

Métastases

asymptomatiques = 18 mois
(etendues)
Metastases = 9—16 mois

Symptomatiques



CH./ Les traitements
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» Hormonotherapie

» Chimiothérapie




CcHY L’hormonothérapie

de Liége

Cancer HORMONODEPENDANT

Huggins C., Hodges C.: Studies on prostatic cancer. Effects of

castration, of oestrogen and of androgen injections on serum

phosphatases in metastatic carcinoma of the prostate. Cancer
Research (1941) 1: 293-297




CH. Thérapeutique
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Hypothal armus
o m@_@.
v D)«

CnRH agonists Corticostenids

Qestrogens X/ .____d--"""d- “""m.___k \/
LH

ACTH

" ~
CMj (mmw)?ﬁﬁ

Testes
Adrenal glands
Andmstenadion:

DHEA DHEA-S

[rrtasteride

Prostate

FDARI00

Prostate cell

- X=1 A
Bokien Onclooy Lancet Oncol 2009; 10: 981-91
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Agonistes/Antagonistes LHRH

GnRH and GnRH Analogs

Analog (TRADE NAME)

Dosage Form

CDE>

Agonisis
GnRH (FACTREL)
Leuprolide (LUPRON, ELIGARD, VIADUR)
Buserelin (SUPREFACT)
Nafarelin (SYNAREL)
Deslorelin (SOMAGARD)
Histrelin {SUPPRELIN)
Triptorelin (TRELSTAR DEPOT, LA)
Goserelin (ZOLADEX)

Antagonists
Cetrorelix (CETROTIDE)
Ganirelix ( ANTAGON)
Abarelix (PLENAXIS)

IV, SC

IM. SC depot
SC, IN

IN

SC. IM, depot
sC

M

SC implant

sC
sC
SC depot

sex organ




CH Agonistes/Antagoniste LHRH

de Liege

LHRH = GnRH =» LH, FSH

- Buséréline (SUPREFACT®)

- Goséréline (ZOLADEX®)

- Histréline (VANTASSE®)

- Leuproréline (DEPO-ELIGARD®) :7,5 mg/30j ; 22,5 mg/3
mois ; 44,5 mg/6mois

- Triptoréline (DECAPEPTYL®) : 0,1 mg (stérilité) ; 3,75 mg/
4sem (CP + sterilite) ; 11,25 mg / 3mois ; 22,5 mg/6mois

- Dégarélix (FIRMAGON®): S.C. 2x120mg
- Abarelix



CH. Médicaments
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A
o F 0
Sy o AL o A
: Q IR N
F N “ }_f_

H OH FC
F,C o
Fhotamide Bicalutamick: Milutamick
Steraidal artiandragens Stercidal CYPA7A inhibitors Thiohydartain artiand rogen

Cyproberone acckate WHA24-1 Abiraterone MIVIL00

Lancet Oncol 2009; 10: 981-91




cH Anti-androgeniques
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CASODEX ® EULEXIN® ANDROCUR ®
)

Bicalutamide Flutamide % Nilutamide Cyproterone acetate
Half-life: 7 days 5-6 hours 2 da%n 3040 hours
Dosage: 150 mg daily’ 3 x 250 mg daily 3= daily 3 « 100 mg daily
Side effects: » hepatotoxicity » diarthoea » visual’gasturbances » lower testosterone levels
(rarely) » hepatotoxicity (delayedgdaptation to » loss of libido
» hot flushes (more frequent than dar]mes@}: » impotence (80%)
» breast tenderness other antiandrogens, e alcohol in ance (20%)° » Tarely gynaecomastia
» gynaecomastia (70%) may be fatal) » NALSEa e cardiovascular toxicity (4-40%F5)
s nausea » impotence (20%) » hepatotoxicity@- » hepatotoxicity (may be fatal)
» diarthoea » gynaecomastia (rarely, may beaa]}
» impotence (20%) » interstitial pneur@u

= impotence (50%),

" Monotherapy, 50 mg daily when combined with LHRH agonists.

I Mot licenced for monotherapy.

' Not seen with other non-steroidal antiandrogens,

§ Hypotension, tachycardia, heart failure, syncope, myocardial infarct, haemorrhage, cerebrovascular accident, cardiovascular disorder, retinal

vascular disorder, embolus, pulmonary embolism, superficial and deep thrombophlebitis, thrombosis, retinal vein thrombosis, phlebitis,
vascular headache, shock

OH

Eeschscn

Androstenadione W

o oo

Ji/\ S /\/T European urology 51 (200 7 ) 306-314



C—H Pharmacologie
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HurnanA R

MH- [ | [ ooiH
MTD  DED LED

Lancet Oncol 2009; 10: 981-91
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Progestagens

reductaze

Lancet Oncol 2009; 10: 981-91

Belgian Oncology
Pharmacy Practitioners
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. « Résistance »
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dependent ramr —FI | == | independent famar
—
therapy
- —
= —
PTEN D
PI3K Akt e
— I ————
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— - —
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Cancer Treatment Reviews 36 (2010) 122-130



CcH En 2004, la révolution...
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"""" 100+
g 30—- P=0.02
« SWOG 99-16 0
Ay = EVEE CIRIRE 2 o e
m Docetaxel + eStramUStlne E 20—- Mitcxantrone + prednisone S
. (235 deaths; median, 15.6 ma) _
VS mitoxantrone (/3sem) N
] IIE 2|4 3I'E- 4IS

-+ I
prednlsone 2 grOUpeS Maonths after Enrollmeant

- Follow-up a 32 mois : N Engl J Med 2004;351:1513-20.
Survie sans progression :6.3 vs. 3.2 mois (p <.001)

Survie: 17.5 mois vs. 15.6 months (p =.02)
« TAX 327 100,

: £ 904
- 1006 patient avec CPMRC T w0
. . £ 70
- 5 mg prednisone 2/ 2 o
E -
2 - g 50 oy
+ 12 mg/m= mitox./3sem § o wehiy | Decemd
OU E 3'3—- docetaxel
& 20 - ."'i P
75 mg/m? docetaxel/3sem £ o Mimjmm '
O

T T T [ T T [ T T [ T T [ T T [T T [T T T T1]
0 3 [ 9 12 15 18 21 24 27 30 33
Months

N Engl J Med 2004;351:1502-12.

Survie: 18.9 mois vs. 16.5 months



CcH Chimiothérapie
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* Mono-chimiotherapie :
Docetaxel (Taxotére®) 75 mg/m?/21 jours
associé a 10 mg/] de predisone.

10 cycles sont recommandeés

 Précocité
e PSA bas en cas de tumeur sécrétante.




CH./ Cabazitaxel (JEVTANA®) JEVTANA

de Liege (cabazitaxel)
Injection

Cabazitaxel

Discussion

Cabazitaxel is the first drug to improve survival in patients
with metastatic castration-resistant prostate cancer with
progressive disease after docetaxel-based treatment,

—-= Mitowantrons
—— Cabazitaxel

TROPIC trial

Probability of sverallsurvival { %)

204 HRO70(95%C1 0.59-083) Se-
Lesg-ranik pe00001 .“'h

[=]
]

12 18 24 30
Months

Lancet 2010; 376: 114/7/-54

Belgian Oncology
Pharmacy Practitioners



Prednisone plus cabazitaxel or mitoxantrone for metastatic

castration-resistant prostate cancer progressing after
" docetaxel treatment: a randomised open-label trial

Johann Sebastian de Bona, Stephane Oudard, Mustafa Ozquroglu, Steinbjarn Hansen, fean-Pascal Machiels, lvo Kocak, Gwenadle Gravis,
Istvan Bodrogi, Mary | Mackenzie, Liji Shen, Martin Roessner, Sunil Gupta, A Oliver Sartor, for the TROPIC Investigators®

1005

—— Cabazitaxel
i

B0 4

F0

i

Lo

40

30

Probability of prog ression-f ree survival (%)

210+
Log-rank p=0-0001
1+

—-— Mitantrans

HF: (:74 (9526 CI 0.64-0-86)

Mitoxantrone (n=371)  Cabazitaxel (n=371)

okt —]

Number at risk
M itowantrore
Cabazitaxel

e
iR

1L L2 7 q 6 4
168 a0 [ 1c 4 Q

e
0 3 3 1 1t 18 7

Total deaths during the study 275 (74%) 277 (B1%)
Deaths =30 days after last dose of study drug a(2%) 18 (5%)
Causes of death =30 days after last dose of study drug
Disease progression B (2% ]
Adhverse events
Meutropenia and clinical consequences)sepsis 1{=1%) 7 (2%)
Cardiac o 51w
Dyspnoeat 1(«1%) o
Dehydration/ electrolyte imbalance (o] 1{=1%)
Renal failure o (1%
Cerebral haemomrhage [u] 1{=1%)
Unknowrn cause [u] 1{=1%)
Motorvehide acddent 1(=1%) u]
Deaths =30 days after last dose of study diu 266 (72% 209 (56%

Data are number of patients {%). *Includesthree patients whose death was reported as an adverse event coded as
disease progression. tDyspnoeawas reported as the adverse event leading to death, but the imvestigator regarded the
death as related to disease progression.

Table 5: Deaths in patients who received at least one dose of study treatment

Belgian Oncology
Pharmacy Practitioners

Lancet 2010; 376: 114/7/-54
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CH l\>/

Prise en charge thérapeutique

Metastatic prostate cancer

)

Docetaxel
chemotherapy

First-line/second-line hormonal therapy
Good
response

Treatment failure
after ~3 cycles

|Further hormonal
therapy

}

Cabazitaxel chemotherapy + G-CSF*

!

Abiraterone

|

Steroids, stilboestrol

]

Palliative care

British Journal of Medical and
Surgical Urology (2011) 4S,
S14—S20



C'Hu Abiraterone acétate
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Prodrug

CB7630 CB7598
Abiraterone acetate Abiraterone

British Journal of Cancer (2009) 100, 671 — 675



Cholesterol
b =N
CYP17-17 a-
Hydroxylase

CYP1T. European urology 60 (2011)
270- 278
-*-+ -

A Overall Survival Time to PSA Progression
100+ 100+
B0+ . a0
_ &
£ 60 Abiraterone s 60
_E acetate W .
2 § Abiraterone
u'=,l" 404 Placebo ™ E" " acetate
o g«
204 I E Placebo
204
C T T T T T T 1
4] 3 [ ] 12 15 13 21
0 T T T T T 1
Meonths 0 3 f 9 12 15 18

N Engl J Med 2011,364:1995-2005.

Belgian Oncology
Pharmacy Practitioners



CHY  sipuleucel-T (PROVENGE®)
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Tumor peptide
Tumor protein
RNA coding
for tumor protein

Apoplosis
Activation

i A

—

ActivationT

Antigen T
presentation

Activation

Apoptosis

Clin Dev Immunol. 2010; 2010: 517493.




Sipuleucel-T

Recombinant Prostatic APC takes up
Acid Phosphatase the antigen
(PAP) anfigen combines
with resting antigen surface of the APC
presenting cell (APC)

Inactve
- "
.l‘,:'.é v T2l
-":; axn
e Yl
PR
(e

T-cells proliferate s o
and attack o5 7id
cancercells i

activates T-cells
in the body

e P




C-HU Sipuleucel-T : Mode opératoire
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S
Tu?or Peptides () DNA‘A
cell lysate Virus
& IL15-DCs |
% Antigen loading
=
Leukapheresis A — g B87-1 hieh
= . k- 87-27"'* Reinfusion
o = cD83* cogo*
. Differentiation S Maturation < s Gt
/ ; > @ - IFN-DCs — ‘ﬂ\ A
- TNFa, IL-6, IL-1B, \ ¢ Hua-or
o PGE,, TLR ligands ( »
& rstp-ncs| S CCR7*  CD4O*
£
E-
g
‘ IL4-DCs £
=
J xz
CD14+ Monocytes/
CD34+ Progenitors Immature DC RS

Clin Vaccine Immunol. 2011 January; 18(1): 23-34.



CcHY/ Sipuleucel-T
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_
A Primary Efficacy

= C’est quoi exactement?
8- produit cellulaire composé de
g cellules autologues
E - présentatrices d'antigenes
§ chargées avec une proteine de
‘; SipubeucelT fusion PA_2024 correspondanF
2 407 a la protéine phosphatase acide
§_ prostatique avec le
= Granulocyte-macrophage
colony-stimulating factor (GM-
CSF).
0 T T T 1

1] 1
0 i2 24 36 43 60 T2
Months since Randomization

. CONCLUSIONS
Maturitas 69 (2011) 296- 303 The use of sipuleucel-T prolonged overall survival among men with metastatic cas-

tration-resistant prostate cancer. No effect on the time to disease prooression was

observed. (Funded by Dendreon; Clinical Trials.gov number, NCT00065442.)

N Engl J Med 2010;363:411-22.




H Evénements 0Sseux
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Acide zolédronique

Denosumab

Aminobisphosphonate

Mab humaniseé IgG2

(receptor activator of nuclear
factor-B ligand ou RANKL)

IV 4mg

SC 60mg

Adaptation selon GFR

Cl si GFR<30 ml/min

Pas de Cl si IR

E.l. Hypocalcémie, phosphatémie

Ostéonécrose de la machoire




cH

de L.iége

Denosumab (PROLIA®)

 Femme : ostéoporose
¢« Homme : Métastases osseuses cancer

prostatique

» Denosumab |

OPG ~$ CFU-M
RANKL - ¥
3 RANK » ) Prefusion
= . Osteoclast
Growth factors ' _
Hormones ) g‘;:gg';;ﬁated
Cytokines ) )
T Mature
LOP G / RANKL 9 ® | osteoclast
1
Osteoblas! Aclivaled Bone
lineage osteoclast

E.M. Lewiecki / Maturitas 66 (2010) 182—-186

x = RANKL inhibition



Denosumab in Men Receiving Androgen-Deprivation
Therapy for Prostate Cancer

Matthew R. Smith, M.D., Ph.D., Blair Egerdie, M.D., Narciso Hernandez Toriz, M.D., Robert Feldman, M.D.,
Teuvo L.J. Tammela, M.D,, Fred Saad, M.D,, Jiri Heracek, M.D., Ph.D., Maciej Szwedowski, M.D., Chunlei Ke, Ph.D.,
Amy Kupic, M.A., Benjamin Z. Leder, M.D., and Carsten Goessl, M.D.,
for the Denosumab HALT Prostate Cancer Study Group*
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CONCLUSIONS

Denosumab was associated with increased bone mineral density at all sites and a
reduction in the incidence of new vertebral fractures among men receiving androgen-

deprivation therapy for nonmetastatic prostate cancer. (ClinicalTrials.gov number,
NCT00089674.)

N Engl J Med 2009;361:74555.
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Une évolution surprenante
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Fig. 1. Treatment paradigm for metastatc castration-resistant prostate cancer; beginning of 2010,

Metastatic,

chemotherapy-naive
asymptematic

Sipuleucel-T®
Second-line hermones
{Docetaxel)

Metastatic,

—* | chemotherapy-naive | —
symptematic

Docetaxel'"

Metastatic,
post-docetaxel

Cabazitaxel'®
Abiraterone®
Mitexantrone

Dencsumab®” or Zoledronic acid®

Fig. 2. Current treatment paradigm for metastatic castration-resistant prostate cancer: first half of 2011.

Higano CS. Cancer Treat Rev (2011)
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En cours d’évaluation

ble 1 - Ongaing tiaks of second Ene therapy for mCRPC.

Tar gt Agent Phass Dhia gm Primary Estimated mumber Chmcal trials
endpaint af patients referemnocs mumber
Androgen synthesis  Abiraterons plus prednisolone 11 Randomised, placebo controlled 08 1,158 HNECTO0E38590
{CYP17)
Androgen synthesis  TAKTO 1 Dase ranging Safety 123 MCTO0E69153
Androgen analogee HEIZ35 n Dade ranging Safety, FK, actvity [ 1] NCTO07167 94
Androgen receptar MDV3100 m Randomised, placebo controlled 08 1,200 HCTO0E7 4311
Chestenn Custireen phs 1 Randomased, placehs contralled Pan, palhation 22 HNCTO 1083615
dacetans]
amid prednnsal one
CTLA-4 Tpi Bt m Randomised, placebo controlled 08 20a MNCTOR6 1614
IGF-1 recéptor Gxutumumat or n Randomased, apen label FF& 152 NCTO0683475
AT I LAl
phes mitaocim trore
amid predndsalone
IGF-1 recéptor Fagitu e mah plus n Randomised, apen label PEA and tumour respanse 120 HECTO313781
docetaxs] md
presdn Ealane
mTOR ard VEGF Temamralmmus md 1 Diase rargrang MTD 34 MCTO 1083353
[bé vl cuimah
VEGF receptar Cedmamb n Interventional, gpen label PFE 53 MCTOE3 8955
VEGF receptor Cediranily withfwithout 1 Randomised, apen lahel FF3 50 HNCTO1260633
dasatmin
TK Bundtindl 1 Inderventional, open label FF3 50 NCTO074 3353
Androgen receptar AZDAS14 1 Imterventional, apén label Satety and taleranaliy a0 HECT01162395
DHNA and mTOR Carboplating, everalimus, 1 Imterventional, apen lahel TTP 5
imd prednisne
DHA and twinubn Azacitidine, dooetmos] and 1 Interventional, apen label MTD and PSA respoanss w2 HNCTO0E03984
farma tion Py B
Tubule farmation Cabaz taeal o Single arm, apen label Early acosss to cabaitaxeal 204 NCTO1254379
MAD and tulndm Phueres briveee gnsl phuntee amad n Interventional, opén lahel PEA response 20 NCT01253642
farmation docetans]
EGFR Mfitencantrans with ar 1 Randamised, apen lahal TTF 130 MCTO066 1492
without o&hodmab
Chestérin OGEE-011 and dacetinoe] 17 Inderventional, apen label SBatety &0 HCTO0E2 7340
DHA synthesis Perrrue e soieel. n Imterventional, apen lahel PEA responms w3 HNCTO0216093
WEGF Enzastaurin n Interventional, opén label O ective respanse rate and PFS 72 NCTOH2 87 14
Hzpad ETA-9030 1 Interventional, apen label FF& 51 HCT0127 0880
Endaglm TRC10E 170 Inderventional, apen label MTD a0 HNCTE07 65
Mxratubule growth  Eribubn n Interventional, gpen label PEA resparms 110 MO0 8993
Micratubule growth  Retaspomycm n Imte rvemtional, apén label Treatment responss 19 HNECTO0E64928
PSA production PEASTRICOM wac cine and 1l Randomised, apen lahel FF5 (-] HCTOME 0619

1538 m-EDTMP radiabion

05, owerall survival FE pharmaco idnetics; FFS, progression-free surviwal; 16T, insulin-Rlice growsh facor; FEA, prostate-specific antigen; VEGF, vascular endothelal growth factor; MTD, maxmam
toleraed doge; T, tyroane idnase; TTR Sme © progression; MAD, monoamine cacdase
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Tous les cancers de la prostate ne doivent pas &tre traités mais tous doivent &tre dépistés par un toucher rectal et une prise de sang.
A PARTIR DE 50 ANS PARLEZ-EN A VOTRE MEDECIN

Belgian Oncology
Pharmacy Practitioners



