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Treatment of Advanced PCa

Few Advances Before 2010

Charles Huggins: Nobel Prize 
1966

Only two therapies proven to improve survival

• Blockers of testicular testosterone synthesis (first line)

• Docetaxel chemotherapy
• The Nobel Prize in Physiology or Medicine 1966 was divided equally 

between Peyton Rous "for his discovery of tumour-inducing viruses"
and Charles Brenton Huggins "for his discoveries concerning 
hormonal treatment of prostatic cancer".



Advanced Prostate Cancer

Unprecedented Progress
In the last 2 years, 5 treatments shown to 
improve OS

• Abiraterone[a]

• Sipuleucel-T[b]

• Cabazitaxel[c]

• Alpharadin[d]

• MDV3100[e]

a. de Bono JS, et al. N Engl J Med. 2011;364:1995-2005.

b. Kantoff PW, et al. N Engl J Med. 2010;363:411-422.

c. de Bono JS, et al. Lancet. 2010;376:1147-1154.

d. Parker C, et al. ESMO 2011.

e. de Bono JS et al, Proceedings of ASCO 2012 



Sipuleucel T
Cellular immunotherapy

No. at Risk

Sipuleucel-T 341 274 142 56 18 3

Placebo 171 123 59 22 5 2

36.5 mo median f/u

HR = 0.759 (95% CI: 0.606, 0.951)

P = .017 (Cox model)

Median Survival Benefit = 4.1 months

Sipuleucel-T (n = 341)

Median Survival: 25.8 mo.

36 mo. survival: 32.1% 

Placebo (n = 171)

Median Survival: 21.7 mo.

36 mo. survival: 23.0%

Kantoff PW, et al. N Engl J Med. 2010;363:411-422.



Cabazitaxel: Tubulin binding drug
Activity in docetaxel treated patients

de Bono J et al, The Lancet 2010

Median OS benefit 2.4 months



Abiraterone: CYP17 inhibitor

Updated Analysis (775 Events)

 Median duration of follow-up: 20.2 months

 Median duration of treatment: AA, 8 months vs placebo, 4 months

Median OS Benefit: 4.6 Months

de Bono et al, NEJM 2011



Radium223 Phase III trial
Alpha particle emitting radio-isotope

Median (interim) OS Benefit: 2.8 months (final analyses: 3.6m) 

Parker C et al, ESMO 2012



MDV3100: Novel AR antagonist

de Bono et al, ASCO 2012
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Presentation Overview

• Insight into disease biology: key therapeutic 
targets

• Improving treatment: changing landscape

• Future challenges



Prostate Cancer Biology

Yap TA, et al. Nat Rev Clin Oncol. 2011;8:597-610.



Androgen Receptor Addiction

Hard Habit to Break
Hormonal treatments continue to have antitumor activity

High levels of intratumoral androgens despite castration

• Preclinical and clinical evidence of intracrine synthesis

Castration resistance associated with

• AR amplification (increased gene dose) 

• AR mutations that increase AR (transcriptional) 
activity 

• ↑ AR (< 2x) expression (ligand driven) in isogenic 
resistant lines

• AR still switched on in Abiraterone- and MDV3100-
resistant PCa

Identification of oncogenic translocations/fusions driven by 
androgens + estrogen-response elements (ETS genes; 
TMPRSS2/ERG in 50% to 70% of PCa) 

Attard G, et al. Cancer Cell. 2009;16:458-462.



Abiraterone Acetate
Oral potent, selective + irreversible 

inhibitor of CYP17 

 Inhibits testosterone production in testis, 
adrenal glands and prostate

 Inhibition of CYP17 lowers androgens

Produces ‘super-castrate’ levels 

>10-fold more potent than ketoconazole



MDV 3100
 Novel AR antagonist 
 Blocks nuclear translocation of AR and its binding to DNA.
 Phase I/II trial; n=140; 7 dose levels
 CTC counts: Favourable >90%maintained; Unfavourable 50-60% converted
 Phase III (AFFIRM study): Post-docetaxel MDV3100 vs. Placebo 

Scher et al. J Clin Oncol 27:15s, 2009; abstr 5011.



Abiraterone Acetate

Androgen Biosynthesis Inhibitor

Androgens produced at 3 critical 
sites lead to tumor proliferation

• Testes

• Adrenal gland

• Prostate tumor cells

Abiraterone inhibits biosynthesis 
of androgens that stimulate tumor 
cell growth

PSA and radiographic responses in 
phase 1-2 studies 

• Chemotherapy-naive and 
postchemotherapy patients[a-e]

a. Attard G, et al. J Clin Oncol. 2008;26:4563-4571; b. Attard G, et al. J Clin Oncol. 2009;27:3742-

3748; c. Reid AH, et al. J Clin Oncol. 2010;28:1489-1495; d. Ryan C, et al. J Clin Oncol. 

2010;28:1481-1488; e. Danila D, et al. J Clin Oncol. 2010;28:1496-1501. 



Abiraterone

Mechanism of Action

ACTH

Pregnenolone Deoxycorticosterone Corticosterone Aldosterone

Cortisol11-deoxycortisol17OH-Progesterone17OH-Pregnenolone

CYP17:

17α-hydroxylase

CYP17:

C17,20-lyase

DHEA Androstenedione

Testosterone

Estradiol

Negative feedback

Hypokalemia

Hypertension

Fluid overload

Positive drive

x 5

x 10 x 40 x 1.5

x 3

x 3

x 4 x 2

< 2 ng/dL

< 1 ng/dL

< 80 ng/dL

Attard G, et al. J Clin Oncol. 2008;26:4563-4571.

Suppression of

renin



Abiraterone

Phase 1 Study in CRPC 
Continuous daily dosing (N = 21)

• 250-2000 mg daily to fasted chemotherapy-naive 
patients

Abiraterone administered without steroids

• Mineralocorticoid antagonist eplerenone utilized

No dose-limiting toxicity

Satisfactory dose-proportional pharmacokinetics

Pharmacodynamic endocrine data 

• Suppression of hormone levels downstream of 
CYP17; increases in hormone levels upstream of 
CYP17; PSA decline; CTC decline

Attard G, et al. J Clin Oncol. 2008;26:4563-4571.



Abiraterone Acetate
Antitumor Activity



Patient Receiving Abiraterone

Regressing Pelvic Nodes

Prestudy: 20 mm After 6 mos: 4 mm

• Previous progression on several hormone treatments

• PSA decline from 34.3 ng/mL → 0.21 ng/mL (99%) within 3 mos 

• Shrinkage of lymph glands shown above on CT scan



COU-AA-301

Phase 3 Study of Abiraterone in 

mCRPC

Patients with mCRPC 

progressing after 1-2 

chemotherapy 

regimens, 

1 of which contained 

docetaxel

(N = 1195)

Abiraterone acetate 1000 mg/day +

Prednisone 5 mg BID

(n = 797)

Placebo +

Prednisone 5 mg BID

(n = 398)

Stratified by ECOG PS, 

worst pain 

over previous 24 hrs, 

previous chemotherapy, 

type of progression

de Bono J, et al. N Engl J Med. 2011;364:1995-2005.

Randomized 

2:1



COU-AA-301

Improved OS at Interim Analysis

AA 797 728 631 475 204 25 0

Placebo 398 352 296 180 69 8 1

HR: 0.646 (95% CI: 0.54-0.77; 

P < .0001)

Placebo: 

10.9 mos (95% CI: 10.2-12.0)
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Days From Randomization

Abiraterone acetate: 

14.8 mos (95% CI: 14.1-15.4)

Median OS with 2 prior chemo:

14.0 mos AA vs 10.3 mos placebo

de Bono J, et al. N Engl J Med. 2011;364:1995-2005.

Median OS with 1 prior chemo 

15.4 mos AA vs 11.5 mos placebo



COU-AA-301

Updated Analysis (775 Events)

• Median duration of follow-up: 20.2 months

• Median duration of treatment: AA, 8 months vs placebo, 4 months

OS Benefit Increased From 3.9 to 4.6 Months



Variable Subgroup n HR 95% CI

All subjects All 1195 0.66 0.56-0.79

Baseline ECOG 0-1 1068 0.64 0.53-0.78

2 127 0.81 0.53-1.24

Baseline BPI < 4 659 0.64 0.50-0.82

 4 536 0.68 0.53-0.85

No. of prior chemo regimens 1 833 0.63 0.51-0.78

2 362 0.74 0.55-0.99

Type of progression PSA only 363 0.59 0.42-0.82

Radiographic 832 0.69 0.56-0.84

Baseline PSA above median Yes 591 0.65 0.52-0.81

Visceral disease at entry Yes 709 0.60 0.48-0.74

Baseline LDH above median Yes 581 0.71 0.58-0.88

Baseline ALK-P above median Yes 587 0.60 0.48-0.74

Region North America 652 0.64 0.51-0.80

Other 543 0.69 0.54-0.90

0.5 0.75 1 1.5
Favors 

abiraterone

Favors

placebo

COU-AA-301
Survival Across Patient Subgroups

de Bono J, et al. N Engl J Med. 2011;364:1995-2005.



COU-AA-301

Secondary Endpoints

Endpoint 
Characteristic

Abiraterone
(n = 797)

Placebo 
(n = 398)

HR
(95% CI) P Value

TTPP, mos 10.2 6.6 0.58
(0.46-0.73) 

< .0001

rPFS, mos 5.6 3.6 0.67
(0.59-0.78)

< .0001

PSA response rate, %

• Total 38.0 10.1 < .0001

• Confirmed 29.1 5.5 < .0001

de Bono J, et al. N Engl J Med. 2011;364:1995-2005.



COU-AA-301

Summary of AEs

AE, %

Abiraterone 
(n = 791)

Placebo 
(n = 394)

All 
Grades

Grades 
3/4

All 
Grades

Grades 
3/4

All treatment-emergent AEs 98.9 54.5 99.0 58.4

Serious AEs 37.5 32.1 41.4 35.3

AEs leading to 
discontinuation

18.7 10.5 22.8 13.5

AEs leading to death 11.6 14.7

Deaths within 30 days of last 
dose

10.5 13.2

• Underlying disease 7.5 9.9

• Other specified cause 2.9 3.3

de Bono J, et al. N Engl J Med. 2011;364:1995-2005.



COU-AA-301

AEs of Special Interest 

AE, %

Abiraterone
(n = 791)

Placebo 
(n = 394)

All Grades Grades 3/4 All Grades Grades 3/4

Fluid retention 30.5 2.3 22.3 1.0

Hypokalemia 17.1 3.8 8.4 0.8

LFT abnormalities 10.4 3.5 8.1 3.0

Hypertension 9.7 1.3 7.9 0.3

Cardiac disorders 13.3 4.1 10.4 2.3

de Bono J, et al. N Engl J Med. 2011;364:1995-2005.



The median time to functional status degradation (FACT-P total score) 
was 12.1 months in the AA + prednisone group vs 8.4 months in the placebo + 
prednisone group 

QOL
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AFFIRM
Phase 3 Registration Trial of  MDV3100 in                    Post-
Chemotherapy CRPC Patients

Scher, H. (North America)  and De Bono, J. Co-PI, Medivation

R

MDV3100 QD

Placebo QD

2

1

Primary Endpoint: 25% survival increase (12 to 15 months)

Sample size: ~1170 (780 and 390)

Statistics: 85% Power; p=0.05, two-sided



MDV3100: Novel AR antagonist

de Bono et al, ASCO 2012
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OS Benefit in Recent Post-Chemotherapy CRPC 
Trials

Trial/
Agent/

Date 
Approved

Mechanism Comparator
Survival

(months)
Hazard 
Ratio

P-value Reference

AFFIRM
Enzalutamid

e 

Androgen 
Receptor 

Signaling Inhibitor
Placebo 18.4 vs. 13.6 0.631 <0.0001

de Bono et 
al, ASCO 

2012

COU-AA-301 
Abiraterone 

+ prednisone 
2011

CYP17 Inhibitor
Placebo +
prednisone

14.8 vs. 10.9 0.646 <0.0001
de Bono et 
al, NEJM 

2011

TROPIC 
Cabazitaxel

+ prednisone
2010

Cytotoxic
Mitoxantrone +

prednisone
15.1 vs. 12.7 0.70 <0.0001

de Bono et 
al, Lancet 

2010

Radium 223*
Alpha-particle 

emitting 
radionuclide

Placebo 14.9 vs 11.3 0.69 0.0018
Parker et al, 
ESMO 2011

* Only 60% of these patients were post-docetaxel patients 



Overall Study Design of COU-AA-302

 Phase 3 multicenter, randomized, double-blind, placebo-controlled study conducted 
at 

 151 sites in 12 countries; USA, Europe, Australia, Canada

 Stratification by ECOG performance status 0 vs 1

AA 1000 mg daily

Prednisone 5 mg BID

(Actual n = 546)

Primary:

• rPFS by central review

• OS

Secondary:

• Time to opiate use 

(cancer-related pain)

• Time to initiation of 

chemotherapy

• Time to ECOG-PS 

deterioration

• TTPP

Efficacy end points

Placebo daily

Prednisone 5 mg BID

(Actual n = 542)

R
A
N
D
O
M
I
Z
E
D

1:1

• Progressive chemo-

naïve mCRPC 

patients

(Planned N = 1088)

• Asymptomatic     or 

mildly symptomatic

Patients

Ryan, Smith , de Bono et al, Proc ASCO 2012



Statistically Significant Improvement in rPFS Primary End 
Point

NR, not reached; PL, placebo.

Data cutoff 12/20/2010.
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Strong Trend in OS Primary End Point*†

*O’Brien-Fleming boundary used; †Data cut off 12/20/2011; ‡Nominal significance level 0.0008.
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AA + P (median, mos): NR

PL + P (median, mos): 27.2

HR (95% CI): 0.75 (0.61-0.93)

P value: 0.0097‡

Ryan, Smith , de Bono et al, Proc ASCO 2012



Safety Profile Consistent Despite Longer Duration 
of Exposure

AA + P
(n = 542)

%

Placebo + P
(n = 540)

%

All Grades Grades 3/4 All Grades Grades 3/4

Fatigue 39 2.2 34 1.7

Fluid retention 28 0.7 24 1.7

Hypokalemia 17 2 13 2

Hypertension 22 4 13 3

Cardiac disorders   19 6 16 3

Atrial fibrillation 4 1.3 5 0.9

ALT increased 12 5.4 5 0.8

AST increased 11 3.0 5 0.9

Most of the ALT and AST increases occurred during the first 3 months of treatment

Ryan, Smith , de Bono et al, Proc ASCO 2012



Consistent Pattern of Benefit

 Delays disease progression

 Statistically significant improvement in rPFS

 Improves survival

 OS trend (p = 0.0097) favors AA

 27.2 month OS in control arm 

 Extensive subsequent therapy

 Maintains quality of life

 Extend time with minimal or no symptoms

 Full QOL analysis ongoing

Ryan, Smith , de Bono et al, Proc ASCO 2012



Combining Abiraterone and 
MDV3100
 Resistance mechanisms to abiraterone

 Residual steroids can activate promiscuous AR
 Upstream of CYP17

 Eplerenone

 Prednisolone, dexamethasone

 Increased androgenic steroid levels induce resistance to 
MDV3100 

Richards et al, Cancer Res 2012



AR Signaling as Therapeutic Target

Conclusion
 Advanced prostate cancer 

• Not hormone refractory 

• Nor androgen independent 

• Remains nuclear steroid receptor driven even 
after AA and MDV3100 

 Hormone therapy works after chemotherapy

• Important since OS remains only robust 
registration endpoint

Maximal androgen blockade is a misnomer





Mitoxantrone and 
Prednisone

Tannock et al., JCO 14:1756-64, 1996
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Mitoxantrone and 
Prednisone
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Efficacy analysis (Intent to treat; p-values and hazard ratios vs. Arm C):

Arm A
(D 

q3wk+P)N=335

Arm B
(D 

qwk+P)N=334

Arms A+B
N=669

Arm C
(MTZ+P)N=

337

Median Survival 18.9 mo 17.4 mo 18.3 mo 16.5 mo

Hazard 
Ratio (95% CI)

0.76 (0.62-0.94) 
p=0.009

0.91 (0.75-
1.11)p=0.36

0.83 (0.70-
0.99)p=0.04

NA

Pain Response* 35%p=0.01 31%p=0.08 33%p=0.01 22%

PSA 
Response**

45%p=0.0005 48%p<0.0001 47%p<0.0001 32%

* Pts with baseline present pain intensity ≥ 2 (A/153; B/154; C/157).
** Pts with baseline PSA ≥ 20ng/ml (Arm/pts: A/291; B/282; C/300).

Conclusions: The D q3wk +P schedule improved overall survival and increased 

pain response and PSA response vs MTZ+P. It was well tolerated, but with more 

grade 3/4 neutropenia than MTZ+P. This is the first phase III study to show a 

significant survival benefit in HRPC. (Supported by Aventis) Tannock IF et al, N 

Engl J Med. 2004 Oct 7;351(15):1502-12



TAX 327 Long-Term Overall 
Survival
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Taxotere q 3 wk

Weekly Taxotere*

Mitoxantrone*

2 4

Events (%)

Median 
Survival 

(mo)
Hazard 
Ratio

P-
Value

3 Weekly: 285 (85.1%) 19.2 0.79 .004

Weekly: 285 (85.4%) 17.8 0.87 .09

Mitoxantrone: 297 (88.1%) 16.3 - -

Berthold DR, et al. J Clin Oncol 2008;26



TAX 327 Efficacy
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*

† †

Docetaxel q3w (n=335)

Docetaxel qw (n=334)*

Mitoxantrone q3w (n=337)*

P values are comparisons with mitoxantrone group; *P<0.001; †P=0.009.

QOL = quality of life.

Tannock et al. N Engl J Med. 2004;351:1502. *Not a licensed indication in the UK



TAX 327

Docetaxel 3 Weekly

• Safe

• Significantly improves:

- Survival (18.9 vs 16.5 months)

24% reduction in the risk of death 

( 95% CI 0.62-0.94, p=.009)

- PSA decline - 45% vs. 32%, p=.0005

- Pain response - 35% vs. 22%, p=.01

- Quality of life response – 22% vs 13%
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• New semi-synthetic taxane
– Selected to overcome the emergence of taxane resistance¹ 

– Microtubule stabilizer²

• Preclinical data
– As potent as docetaxel against sensitive cell lines and tumor models¹,²

– Activity against tumor cells and tumor models that are resistant to, or not
sensitive to currently available taxanes¹,²

• Clinical data
– In Phase I trials DLT was neutropenia 

– Antitumor activity in mCRPC in Phase I including docetaxel-resistant 
disease3

Cabazitaxel: A Next-Generation Taxane

¹Attard G, Greystoke A, Kaye S, De Bono J. Pathol Biol (Paris). 2006;54(2):72-84.
²Pivot X, Koralewski P, Hidalgo JL, et al. Ann Oncol. 2008;19(9):1547-1552.
3Mita AC, Denis LJ, Rowinsky EK, de bono JS et al. Clin Can Res. 2009; Jan 15;15(2):723-30.
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TROPIC: Phase III Registration Study
146 Sites in 26 Countries

Primary endpoint: OS

Secondary endpoints: Progression-free
survival (PFS), response rate, and safety

Inclusion: Patients with measurable 
disease must have progressed by RECIST; 
otherwise must have had new lesions or 
PSA progression 

cabazitaxel 25 mg/m² q 3 wk
+ prednisone* for 10 cycles

(n=378)

mitoxantrone 12 mg/m² q 3 wk
+ prednisone* for 10 cycles

(n=377)

*Oral prednisone/prednisolone: 10 mg daily.

Stratification factors
ECOG PS (0, 1 vs. 2) • Measurable vs. non-measurable disease

mCRPC patients who progressed during and after 
treatment with a docetaxel-based regimen 

(N=755)
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Primary Endpoint: Overall Survival (ITT Analysis)

MP 377 300 188 67 11 1

CBZP 378 321 231 90 28 4
Number

at risk

Proportion
of OS (%)
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15.112.7Median OS (months)

0.59–0.8395% CI

<.0001P-value

0.70Hazard Ratio

CBZPMP
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Number
at risk

Proportion
of PFS (%)
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Progression-Free Survival (PFS) Results

PFS composite endpoint: PSA progression, pain 
progression, tumor progression, symptom 
deterioration, or death.

2.81.4Median PFS (months)

0.64–0.8695% CI

<.0001P-value

0.74Hazard Ratio

CBZPMP

MP 377 115 52 27 9 6 4 2

CBZP 378 168 90 52 15 4 0 0
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Most Frequent Grade ≥3 Treatment-Emergent AEs*
Safety Population

MP (n=371) CBZP (n=371)

All grades (%) Grade ≥3 (%) All grades (%) Grade ≥3 (%)

Any adverse event 88.4 39.4 95.7 57.4

Febrile neutropenia 1.3 1.3 7.5 7.5

Diarrhea 10.5 0.3 46.6 6.2

Fatigue 27.5 3 36.7 4.9

Asthenia 12.4 2.4 20.5 4.6

Back pain 12.1 3 16.2 3.8

Nausea 22.9 0.3 34.2 1.9

Vomiting 10.2 0 22.6 1.9

Hematuria 3.8 0.5 16.7 1.9

Abdominal pain 3.5 0 11.6 1.9

*Sorted by decreasing frequency of events grade ≥3 in the CBZP arm.
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Conclusions

• Cabazitaxel demonstrated a statistically and clinically significant OS 
improvement compared with mitoxantrone in study population
– 30% risk reduction of death (HR = 0.70, P<.0001)

– Median OS improvement in favor of CBZP: 15.1 months vs 12.7 months

– OS benefit was consistent across subgroups

• Secondary endpoints of PFS, RR, and TTP were also
significantly improved

• Safety profile was predictable and manageable
– Neutropenia, diarrhea, fatigue and asthenia were the most common adverse 

events

Cabazitaxel is a potential new therapeutic option for the treatment of 
patients with mCRPC after failure of docetaxel-based therapy





Docetaxel/Prednisolone 
Re-treatment- Birmingham, UK

First-line treatment- 107 patients
650 cycles

Median no 6 (1-10)

Second-line 22 patients
119 cycles

Median no- 6 (2-10)

Third-line 7 patients
38 cycles

Median no-5 (3-10)



Haematological toxicity
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Cabozantinib Demonstrated Unique Clinical Activity in 
Phase 2 Studies in mCRPC

Clinical activity in mCRPC1

• PFS improvement

• High rates of bone scan improvement

• Pain improvement and narcotics reduction

• Reduction in bone markers

• Regression of soft tissue disease

• PSA changes discordant with other 

measures of antitumor activity

Bone scan 

images
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Interim Results Phase 2 RDT Cohort (M. Hussain, ASCO 2011)



Jul-13 54

Change in Pain Scores
Patients with baseline score ≥4 (n=39) 

• 64% had a pain decrease ≥30%

• Median change in pain: 46% reduction

• 56% decreased narcotics use, including 31% who discontinued narcotics
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Change in Circulating Tumor Cells
Baseline CTCs ≥5 and Week 6 and/or Week 12 assessment (n=62)

• 92% demonstrated best CTC decrease ≥30%

• Median best CTC change: 86% decrease

• Conversion to <5 CTCs: 39% at Week 6
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Cabozantinib in chemotherapy-pretreated mCRPC
Most Frequently Reported Adverse Events (N=93)

Adverse Event All Grades, n (%) Grade 3, n (%) Grade 4, n (%)

Fatigue 77 (83) 24 (26) 2 ( 2)

Decreased appetite 68 (73) 6 (6) –

Diarrhea 65 (70) 10 (11) –

Nausea 62 (67) 9 (10) –

Vomiting 35 (38) 4 (4) –

Dysgeusia 35 (38) – –

Weight decreased 34 (37) 3 (3) –

Dysphonia 33 (35) – –

Back pain 32 (34) 5 (5) 2 (2)

Dyspnea 30 (32) 4 (4) 1 (1)

Hypothyroidism 29 (31) – –

Adverse Events of Interest

Hand-foot syndrome 23 (25) 5 (5) –

Hypertension 22 (24) 8 (9) –

Thrombosis venous 12 (13) 1 (1) 5 (5)

• One patient with extensive liver disease experienced a related Grade 3 portal vein thrombosis with Grade 5 liver failure

• 84% of patients experienced at least one dose reduction due to AE with 100 mg starting dose

Interim Results Phase 2 NRE Cohort  (M. Smith, ASCO 2012)



Clinical trials in advanced CRPC  
 SOTIO: Docetaxel plus DC Vaccine versus Docetaxel 

plus placebo

 ASTEX STUDY: ABIRATERONE /HSP90 Inhibitor

 TOPARP

 COMET-1

 COMET-2



CRPC

Current Landscape
Multiple lines of treatment for 
advanced prostate cancer that 
improve OS: Sipuleucel-T, 
docetaxel, abiraterone, cabazitaxel, 
MDV3100, alpharadin

• Optimal sequence of 
administration now needs 
defined: Combinations!

• Cross-resistance: taxanes, 
abiraterone and MDV3100?

• Abiraterone will move into pre-
chemotherapy space and now also 
being evaluated in large adjuvant 
trial (STAMPEDE)

MDV

aRa

Yap TA, et al. Nat Rev Clin Oncol. 2011;8:597-610.


