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Natural History of Rising PSA 

Makarov, et al; J Urol:179:156, 2008 

2-4 years 

Treatment for Prostate cancer 



Charles Huggins, Nobel lecture, 13 décembre 1966 

Following orchiectomy, the prostate shrinks, the 
oxidative phase of carbohydrate metabolism 
declines, and secretion stops. (…) The prostatic 
cell does not die in the absence of testosterone, 
it merely shrivels.  
 



HSPC vs CRPC 

• Castration ( hormonal) -sensitive: disease 
controlled by androgen suppression 
– Median OS may reach 69 months 

– HussainNEJM2013 

Castration-resistant:  
• Median OS may reach 34 months (asymptomatic 

or low-symptomatic patients) 
  Ryan Lancet Oncol 2015, Beer NEJM2014 



 



Serum testosterone 
< 50 ng/dL (1.7 nmol/L) 

By using Androgen Deprivation Therapy 

Biochemical progression Radiological progression 

EAU guideline 2015; PCWG2; RECIST 1.1 

PSA increases   
 ≥ 50% and  
≥ 2 ng/mL 

above nadir 

  1 wk   

Three consecutive rises in PSA 

v 

Presence  
≥ 2 bone lesions  

Or  

Presence soft tissue lesions 
with nodes >2 cm in diameter 

  1 wk   3 
Confirm the 
trend of PSA 

increase 

PSA increases  
 ≥ 50% and  
≥ 2 ng/mL 

above nadir 

One or any in combination 

Identify right diagnosis with criteria “CRPC” 

1 2 Baseline Nadir 

9 



TAX 327: 3 arms 

• 5 mg prednisolone BID 
• Mitoxantrone 12 mg / m2 q 3 wk 
• Docetaxel 75 mg /m2 q 3 wk 10 cycle 
• Docetaxel  30 mg / m2 wkly for 6 wk 5 cycle 

CRPC : chemotherapy in 2004 



Two randomised phase 3 trials have demonstrated a significant improvement in 
overall survival (OS) for docetaxel- based chemotherapy, compared with the 

mitoxantrone-prednisone combination 

 
                            Petrylak DP et al NEJM 2004; 351: 1513–20. 
 

30 months 

Tannock IF et al NEJM 2004; 351: 1502–12 

Docetaxel given at the dose of 75 mg/m2 every 21 d is the sole regimen approved 
 by the FDA and EMA for the treatment of mCRPC 

HRPC : chemotherapy 



CRPC is not truly CRPC 





 

Presenter: G. Daugaard, DK  
ESMO 2015 



 



Treatment landscape of prostate cancer:  
post-chemotherapy era 











OS 14.8 mo VS 10.9 mo 



POST-DOC 





Radium223: an alpha-emitting calcium-mimetic 

• Radium-223 acts as calcium 
mimic. 

• It targets new bone growth 
and bone metastases. 

• Radium-223 is excreted by the 
small intestine. 

Presented By Tanya Dorff at 2015 ASCO Annual Meeting 



Primary endpoint: OS 

Park C, ESMO 2011, oral presentation 



Cabazitaxel: selected to overcome taxane resistance 

• Cabazitaxel: 
 Poor affinity for the PgP efflux 
  pump 
 greater penetration of the blood 
  brain barrier compared with 
  docetaxel and paclitaxel 
 Active in vitro and in vivo on 
  tumors resistant to Docetaxel 

Mita AC et al, Clin Cancer Res. 2009, 15, 723-730  

Taxane 

H 

R 

• Docetaxel and paclitaxel 
have a strong affinity for 
the PgP pump 

• If the PgP pump is 
surexpressed, it drives 
drug out of tumour cell 
 



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) 

2010 ASCO Genitourinary Cancers Symposium & ASCO 2010 
De Bono JS et al Lancet 2010; 376: 1147–54  

Presenter
Presentation Notes
Regarding inclusion criteria, it is important to note that patients with measurable disease (about half of the patients in the study) must have progressed by RECIST criteria to be enrolled. Otherwise, if no measurable disease, new lesions or PSA progression was required. 



Primary endpoint: TROPIC  
Overall survival (updated ITT analysis*) 

28% reduction in risk of death 

Time (months) 
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MP CBZP 
Median OS 
(months) 12.7 15.1 

Hazard ratio 0.72 
95% CI 0.61–0.84 
P-value <.0001 

Number 
at Risk 

 MP 
 CBZP 

Censored 
MP 
CBZP 

Combined median 
follow-up: 13.7 months 

* Data cut-off 3/10/2010 

2010 ASCO Genitourinary Cancers Symposium & ASCO 2010 
De Bono JS et al Lancet 2010; 376: 1147–54  



TROPIC Progression-free survival 
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25% reduction in risk of progression 

MP CBZP 
Median PFS 
(months) 1.4 2.8 

Hazard ratio 0.75 
95% CI 0.65–0.87 
P-value 0.0002 

Number 
at Risk 

 MP 
 CBZP 

Censored 
MP 
CBZP 

Combined median 
follow-up: 13.7 months 

* Data cut-off 3/10/2010 

2010 ASCO Genitourinary Cancers Symposium & ASCO 2010 
De Bono JS et al Lancet 2010; 376: 1147–54  



TROPIC : Hematological Results 

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

All grades 
(%) 

Grade ≥3 
(%) 

All grades 
(%) 

Grade ≥3 
(%) 

Hematology 
 Anemia 81.4 4.9 97.3 10.5 
 Leukopenia 92.5 42.3 95.7 68.2 
 Neutropenia* 87.6 58.0 93.5 81.7 
 Thrombocytopenia 43.1 1.6 47.4 4.0 

 Higher rate of grade ≥ 3 neutropenia than in TAX 327 but patients enrolled  in 
TROPIC had more advanced disease, were heavily pretreated and had weekly 
hematological testing 

*Prophylactic use of G-CSF was permitted except for cycle 1 of treatment at the discretion of the investigator. 

2010 ASCO Genitourinary Cancers Symposium & ASCO 2010 
De Bono JS et al Lancet 2010; 376: 1147–54  



 



Year 2012 

More treatment options are available for mCRPC patients! 

Abiraterone 
acetate 

Enzalutamide 

Radium-223 

Post-chemotherapy era 

Cabazitaxel 

No Biomarker to choose agents  

Short response to AA 
ARV-7 
 



Pre Chemotherapy 

Treatment landscape of prostate cancer:  
pre-chemotherapy era 





Summary of pre-chemo studies 

Study Treatment 
Time 
of f/u 
(months) 

OS 
(months) 

rPFS 
(months) 

Time to 
opiate 

use 
(months) 

Time to 
initiate 
use of 
chemo 
(months) 

Time to 
PSA 

progress
ion 

(months) 

Time to 
ECOG 

deterior
ation 

(months) 

PSA 
respo
nse 

COU-
AA-

3021-2 

Abiraterone 
acetate 

1000 mg 
+ Prednisone 49.2 

34.7 16.5  33.4 26.5 11.1 12.3 68% 

Prednisone 30.3 8.2 23.4 16.8 5.6 10.9 29% 

PRE
VAIL

3 

Enzalutamide 
160 mg 

22 

NR - - 28.0 11.2 - 78% 

Placebo 30.2 - - 10.8 2.8 - 3% 

1. Ryan et al. Lancet Oncology 16 (2015) : 152-160.; 2. Rathkopf et al. European Urology 66 (2014) : 815-825. 3. Beer et al. New England Journal- of Medicine 371 (2014) : 424-433. 4. Nilsson et al. The New England Journal of Medicine 369 (2013) : 
213-223.  5. Tannock et al. New England Journal of Medicine 351 (2004) : 1502-1512. 6. Berthold et al. Journal of Clinical Oncology 26 (2008) : 242-245. 

Presenter
Presentation Notes
However, in the absence of head-to-head trials, these data cannot be used to inform which agent should be used first in sequential therapy.



Year 2013 

More treatment options are available for mCRPC patients! 

Abiraterone 
acetate 

Enzalutamide 

Radium-223 

Pre-chemotherapy era 



 



• No head to head study to compare efficacy. 



HSPC 



Chemotherapy 
in HSPC 



Chemohormonal upfront therapy has a role in 
high volume hormone-sensitive prostate cancer 

Negative result Positive result 

Study  
“GETUG-AFU15” 

Studies 
“STAMPEDE” and “CHAARTED”  

29 centers in France and  
1 center in Belgium 

CHAARTED 

STAMPEDE 
119 centers in UK and  
6 centers in Switzerland 

US 

45 



Presenter
Presentation Notes
Prior ADT within 120 days of start chemo date







Slide 1 

Presented By Nicholas James at 2015 ASCO Annual Meeting 



Inclusion criteria 

Presented By Nicholas James at 2015 ASCO Annual Meeting 



Docetaxel & ZA comparisons: patients 

Presented By Nicholas James at 2015 ASCO Annual Meeting 



Treatment effect by metastatic status: FFS 

Presented By Nicholas James at 2015 ASCO Annual Meeting 



Treatment effect by metastatic status: Overall survival 

Presented By Nicholas James at 2015 ASCO Annual Meeting 



Docetaxel: Survival – M1 Patients 

Presented By Nicholas James at 2015 ASCO Annual Meeting 



Conclusions 

Presented By Nicholas James at 2015 ASCO Annual Meeting 





• Summary  



Slide 11 

Presented By Himisha Beltran at 2016 ASCO Annual Meeting 



What did We  
Learned in 2016? 



Beer TM et al. J Clin Oncol 2016; 35; 40-47 

OS PFS 

Randomized Phase III Trial of Ipilimumab vs 
Placebo in Chemonaive mCRPC 

Placebo: Median 29.7 mo 
Ipilimumab: Median 28.7 mo 

HR 1.11 
[95% CI, 26.1-34.2] 
P=0.37 
 

HR 0.67 
[95% CI, 0.55-0.81] 

 

Placebo: Median 3.8 mo 
Ipilimumab: Median 5.6 mo 

602 chemonaive mCRPC patients with no or mild symptoms randomized to ipilimumab (n=400) or  
placebo (n=202); Primary end-point: OS; Secondary end-point: PFS and safety 

mCRPC: metastatic castrate-resistant prostate cancer; OS: overall survival; PFS: progression-free survival 

No positive phase 3 
RCT of 

immunotherapy  



2 Randomise Phase III Trials of Cabazitaxel  

• FIRSTANA  
 

• PROSELICA 
 



FIRSTANA: Randomized, Open-Label Phase III Trial of 
CABA (25 or 20 mg/m²) vs DOC in Chemo-naive mCRPC 

G-CSF: granulocyte colony stimulating factor; q3w: every 3 weeks; PFS: progression-free survival; SREs: skeletal related events; P: 
prednisone or prednisolone 
Sartor AO et al. J Clin Oncol 2016;34(suppl):abstract 5006 - ClinicalTrials.gov NCT01308567 

• Primary endpoint: OS 
• Secondary: safety, PFS, tumor response,  

PSA response, pain response, QoL,  
time to SREs 

R 
A 
N 
D 
O 
M 
I 
Z 
E 

DOC 75 mg/m² q3w 
+ P (10 mg/d); N=391 

CABA 20 mg/m² q3w 
+ P (10 mg/d); N=389 

mCRPC pts who have  
not previously 
received 
chemotherapy 
N=1,168 

CABA 25 mg/m² q3w 
+ P (10 mg/d); N=388 

159 centers worldwide 

• Prophylactic G-CSF NOT allowed at cycle 1 
• Statistics: superiority trial (HR 0.75) 

What is the best first regimen? 



FIRSTANA – Key Results  

Sartor AO et al. J Clin Oncol 2016;34(suppl):abstract 5006 - ClinicalTrials.gov NCT01308567 

OS (primary endpoint) PFS (composite)* 

*PFS: progression-free survival defined as tumor progression or PSA progression or pain progression or death  

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Number at risk
DOC + P 391 366 336 307 243 192 133 57 18 3 0
CABA 20 + P 389 356 319 296 234 192 133 49 19 3 0
CABA 25 + P 388 345 325 296 239 197 138 70 28 5 0

Pr
ob

ab
ili

ty
 o

f o
ve

ra
ll 

su
rv

iv
al

 (%
)

Time (months)

0

10

20

30

40

50

60

70

80

90

100

Median OS, mo (95% CI) 
DOC + P           24.3 (22.18-27.60) 
CABA 20 + P   24.5 (21.75-27.20) 
CABA 25 + P   25.2 (22.90-26.97) 

CABA 20 vs DOC  
HR=1.009 (0.85-1.197)  
P=0.9967  

CABA 25 vs DOC 
HR=0.97 (0.819-1.16)  
P=0.7574 

0 3 6 9 12 15 18 21 24 27 30 33 36
Number at risk
DOC + P 391 152 83 37 16 8 3 0
CABA 20 + P 389 145 83 39 15 6 2 0
CABA 25 + P 388 149 94 48 19 5 1 0
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CABA 20 vs DOC  
HR=1.063 (0.913-1.236)  
P=0.4218 
 
CABA 25 vs DOC  
HR=0.989 (0.849-1.152)  
P=0.8035 

Median PFS, mo (95% CI) 
DOC + P  5.3 (4.86-5.78)  
CABA 20 + P 4.4 (3.91-5.09) 
CABA 25 + P 5.1 (4.60-5.72) 



FIRSTANA - Selected Adverse Events 

Sartor AO et al. J Clin Oncol 2016;34(suppl):abstract 5006 - ClinicalTrials.gov NCT01308567 

DOC + P  
N=387 

CABA 20 + P 
N=369 

CABA 25 + P 
N=391 

All Grades 
% 

Grade 3-4 
% 

All Grades 
% 

Grade 3-4 
% 

All Grades 
% 

Grade 3-4 
% 

Febrile neutropenia 8.3 8.3 2.4 2.4 12.0 12.0 

Neutropenic infection 4.9 4.1 1.6 1.4 6.1 5.9 

Diarrhea 37.0 2.3 32.5 3.5 49.9 5.6 
Peripheral sensory 
neuropathy 25.1 2.1 11.7 0.3 12.3 0 

Edema peripheral 20.4 1.6 9.8 0 7.7 0.3 

Stomatitis 13.7 0.8 4.9 0 6.6 0.3 

Nail disorder 9.0 0.3 0.3 0 0.8 0 

Hematuria 3.6 0.3 20.3 3.5 25.1 3.6 

Urinary tract infection 2.3 0.8 10.8 3.3 9.5 2.0 

Alopecia 39.0 0 8.9 0 13.0 0 



• Prophylactic G-CSF NOT allowed at cycle 1 

• Statistics: non-inferiority trial design 
(CABA 20 maintains at least 50% of the OS benefit 
of CABA 25 vs mito in TROPIC)  

PROSELICA: Randomized, Open-label, Non-inferiority  
Phase III Trial Comparing 2 Doses of CABA Post-DOC  

de Bono J et al. J Clin Oncol 2016;34(suppl):abstract 5008 - ClinicalTrials.gov NCT01308580 

• Primary endpoint: OS 
• Secondary: safety, PFS, tumor  

response, PSA response, pain, QoL 

R 
A 
N 
D 
O 
M 
I 
Z 
E 

CABA 25 mg/m² q3w 
+ P (10 mg/d) for 10 cycles 
N=598 

mCRPC pts 
progressing during 
or after treatment 
with a DOC-based 
regimen 
N=1,200 

CABA 20 mg/m² q3w 
+ P (10 mg/d) for 10 cycles 
N=602 

172 centers worldwide 

What is the proper dose 
in 2nd line? 



0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Number at risk
CABA 20 + P 598 123 39 16 4 0 0 0 0
CABA 25 + P 602 136 49 14 4 1 0 0 0
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Number at risk
CABA 20 + P 598 469 393 324 210 109 55 30 9 0
CABA 25 + P 602 494 416 338 219 120 58 25 11 0
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PROSELICA – Key Results  

de Bono J et al. J Clin Oncol 2016;34(suppl):abstract 5008 - ClinicalTrials.gov NCT01308580 

OS (primary endpoint) PFS (composite)* 

*PFS: progression-free survival defined as tumor progression or PSA progression or pain progression or death 

Median OS, months (95% CI) 
CABA 20 + P  13.4 (12.19-14.88) 
CABA 25 + P  14.5 (13.47-15.28) 

Median PFS, months (95% CI) 
CABA 20 + P   2.9 (2.79-3.45) 
CABA 25 + P  3.5 (3.12-3.94) 
 
HR (20 vs 25): 1.099 (0.974-1.24)  HR (20 vs 25): 1.024 

one-sided 98.9% upper-bound CI: 1.184  
within the non-inferiority margin (1.214) 



PROSELICA – PSA and Tumor Responses 

De Bono J et al. J Clin Oncol 2016;34(suppl):abstract 5008 - ClinicalTrials.gov NCT01308580 

PSA response RECIST response 

Assessed in evaluable patients: with 
baseline ≥10 ng/ml and at least on post-
baseline measurement 

Assessed in patients with measurable 
disease at baseline and evaluable data to 
meet the criteria for RECIST derivation 

P<0.0001 

P=0.1924 

CABA 20 CABA 20 CABA 25 CABA 25 
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29.5% 
160/543 

42.9% 
231/538 

18.5% 
50/271 

23.4% 
60/256 



DNA Damage Repair Defects (DRD)<br />“Homozygous deletions/deleterious mutations” 

Presented By Maha Hussain at 2016 ASCO Annual Meeting 

“Personalize 
treatment for case 
of DRD “ 



Slide 9 

Presented By Michael Morris at 2016 ASCO Annual Meeting 



Reported studies 

Presented By Michael Morris at 2016 ASCO Annual Meeting 



 



Systematic Review of 13 Published Retrospective 
Studies in mCRPC (N=1,016) 

 
Maines F et al. Crit Rev Hematol Oncol 2015;96:498-506    

ARTART, n=397 
28.5%  [24.1-32.9] 

CABAART, n=229 
76.4%  [70.9-81.9] 

ARTCABA, n=318 
61.3% [56.0-66.7] 
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12-month cumulative OS rate by sequence (post-DOC) 

Poor outcome when novel AR-targeted agents are prescribed in sequence 

%, [95% CI]  

ART: novel AR-targeted agent (abiraterone acetate or enzalutamide) 

Presenter
Presentation Notes
Background: NAs have recently demonstrated a survival advantage in mCRPC pts progressing after DOC: two hormonal NAs (HNA), abiraterone and enzalutamide, and one chemotherapeutic agent, cabazitaxel (CAB). Recent evidences of possible cross-resistance has opened a debate about the best strategy when these drugs are used sequentially. We performed a pooled analysis of the published studies in order to assess if one of the following sequence strategy was potentially better than the others: a) HNA→ HNA, b) HNA → CAB or c) CAB → HNA. Methods: We evaluated the studies reporting clinical outcomes of a single NA administered after sequential treatment with docetaxel followed by another NA in mCRPC pts. All studies reporting monthly overall survival (OS) rates were considered eligible for the analysis; data were extracted, cumulated and weighted by taking into account each trial sample. We also evaluated possible differences in terms of factors able to produce potential patient-selection biases (age, Performance Status, visceral metastases and Gleason score). Results: Ten retrospective studies met the selection criteria of our analysis. They reported the outcomes of 735 pts who have received HNA → HNA (320 pts), HNA→ CAB (249 pts), and CAB → HNA (166 pts). No statistically significant differences were observed in terms of selection factors. Cumulative OS rates (with CIs), according to treatment sequence, are summarized in the Table. Conclusions: Our data seems to confirm a potential cumulative survival benefit of sequential use of NAs without a clear superiority of a single strategy over the others after DOC first-line in mCRPC patients. This conclusion is tempered by the retrospective nature and the potential selection biases. Nevertheless, a possible OS advantage could be observed when a CAB-based sequence is adopted. 



574 mCRPC pts 
treated with CABA 

• Retrospective analysis of 574 consecutive patients with 
mCRPC treated with CABA (after DOC) in 44 centers from 6 
countries (France, Greece, Poland, Spain, Turkey, UK)  

FLAC International Database (HEGP) 

ART: novel AR-targeted agent (enzalutamide or abiraterone); HEGP: Hôpital Européen Georges-Pompidou  
*Historical reference – First recruited patients (ART were not yet available) 

 
Delanoy N et al. J Clin Oncol 2017;35 (suppl 6S):abstract 267 (poster presentation) 

DOC  CABA ART (N=124) 

DOC  ART  CABA (N=183) 

DOC  CABA (N=267)* 



FLAC - OS from First DOC Cycle 

DOCCABAART  

DOCCABA 
DOCCABAART  

Pe
rc

en
t 

su
rv

iv
in

g 
DOCCABAART 
Median 40.1 mo 
[95% CI, 34.6-51.8] 

DOCCABA 
Median 30.1 mo 

[95% CI, 26.8-32.7]  

DOCARTCABA 
Median 37.1 mo 
[95% CI, 32.5-40.5]  

 
Delanoy N et al. J Clin Oncol 2017;35 (suppl 6S):abstract 267 (poster presentation) 



560 mCRPC  
pts treated 

with DOC, CABA 
and ART 

• Retrospective analysis of 560 consecutive patients treated  
with DOC, CABA and one ART in 31 centers in 7 countries  
(France, Austria, Greece, Italy, Israel, Spain, UK) 
 

CATS International Database (HEGP) 

DOC  CABA ART (N=129) 

DOC  ART  CABA (N=390) 

ART  DOC  CABA (N=41) 

Angelergues A et al. Ann Oncol 2016;27 (suppl 6):abstract 744P (poster presentation) 



CATS – OS from First Life-Extending 
Therapy Initiation by Sequence 

DOCCABAART  
Median 37.3 mo 
[95% CI, 32.4-45.2] 

DOCARTCABA 
Median 36.0 mo 
[95% CI, 33.45-39.7] 

ARTDOCCABA 
Median 30.1 mo 
[95% CI, 24.3-52.7] 

Angelergues A et al. Ann Oncol 2016;27 (suppl 6):abstract 744P (poster presentation) 



And, what is new knowledge  
in 2017 

 



A randomized phase II cross-over study of abiraterone + prednisone vs enzalutamide for patients with metastatic, castration-resistant prostate cancer 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Study Schema 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Best PSA decline: 12 weeks 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Time to Progression 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 

Phase 2 : high response in Enz , but not different in time to PD 



A Phase 4, Randomized, Double-Blind, Placebo-Controlled Study of Continued Enzalutamide Post Prostate-Specific Antigen Progression in Men With Chemotherapy-Naïve 
Metastatic Castration-Resistant Prostate Cancer 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 

Adding AA  beyond progression of enza 



PLATO: Novel Trial Design 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Primary Endpoint: PFS 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Practice Changing? 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Slide 24 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 

DRD : what is the proper treatment? 



Study Design 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Progression Free Survival & Overall Survival 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



PFS by DRD status: Overall & By Arm 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Practice Changing? 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Slide 31 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 

Abiraterone in HSPC 



Abiraterone comparison: patients 

Presented By Charles Ryan at 2017 ASCO Annual Meeting 



Slide 70 

Presented By Nicholas James at 2017 ASCO Annual Meeting 



LATITUDE: A phase 3, double-blind, randomized trial of androgen deprivation therapy with abiraterone acetate plus prednisone or placebos <br />in newly diagnosed high-risk 
metastatic hormone-naïve prostate cancer patients 

Presented By Karim Fizazi at 2017 ASCO Annual Meeting 



De novo metastatic prostate cancer 

Presented By Karim Fizazi at 2017 ASCO Annual Meeting 



Overall study design of LATITUDE 

Presented By Karim Fizazi at 2017 ASCO Annual Meeting 



Statistically significant 38% risk reduction of death 

Presented By Karim Fizazi at 2017 ASCO Annual Meeting 



Statistically significant 70% risk reduction of time to PSA progression 

Presented By Karim Fizazi at 2017 ASCO Annual Meeting 



Conclusions 

Presented By Karim Fizazi at 2017 ASCO Annual Meeting 



Comparing CHAARTED High Volume Patients and LATITUDE Patients   

Presented By Eric Small at 2017 ASCO Annual Meeting 



Comparing LATITUDE Patients  and CHAARTED High Volume Patients 

Presented By Eric Small at 2017 ASCO Annual Meeting 



Comparing Overall Survival Across Studies 

Presented By Eric Small at 2017 ASCO Annual Meeting 



Take Homes from Latitude 

Presented By Eric Small at 2017 ASCO Annual Meeting 



Progress in Metastatic CRPC 

Presented By Fred Saad at Genitourinary Cancers Symposium 2016 

Abiraterone 
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