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Regarding metastatic hormone sensitive prostate 
cancer, which of the following is correct?

A. The combination of of docetaxel and 
enzalutamide have an additive affect on overall 
survival when combined with ADT

B. Docetaxel improves overall survival when added to 
ADT in low volume patients

C. The combination of of docetaxel and abiraterone 
acetate + prednisone have an additive affect on 
overall survival when combined with ADT

D. Enzalutamide improves overall survival when 
added to ADT in low volume patients

E. Radiation therapy to the primary tumor may 
improve overall survival when added to ADT in 
high volume patients



1984-1989

Treatment options for prostate cancer snowballed 
after a 6 year hiatus… then another quiet period

...but this rapid change has left many 
unanswered questions, including the optimal 
selection and sequence of therapy
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The Disease Continuum in 
Prostate Cancer

*For example, surgery and radiotherapy. 
** Not approved outside US for the treatment of prostate cancer
Kohli M, Tindall DJ. Mayo Clin Proc. 2010;85:77-86. Diagram modified from Celestina Higano MD
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SWOG 9346 - PSA response data

Hussain MH et al. JCO 24:3984-90, 2006



Overall Survival Benefit in Recent 
mCRPC Studies: 2004-2014

Agent Trial Disease State Comparator Median 
OS (mo)

HR 
(P value)

Sipuleucel-T IMPACT Chemo-naïve CRPC Placebo 25.8 0.759  
(0.017)

Docetaxel TAX327 Chemo-naïve CRPC Mitoxantrone
Prednisone

18.9 0.76 
(0.009)

Cabazitaxel TROPIC Post-docetaxel CRPC Mitoxantrone
Prednisone

15.1 0.70 
(< 0.0001)

Abiraterone acetate 
+ prednisone

COU-AA-
301

Post-docetaxel CRPC Placebo
Prednisone

14.8 0.646 
(< 0.0001)

Abiraterone acetate  
+ prednisone

COU-AA-
302

Progressive 
chemo-naïve CRPC

Placebo + 
Prednisone

Not 
Reached 
(34.7*)

0.75 
(0.01)

Enzalutamide AFFIRM Post-docetaxel CRPC Placebo 18.4 0.631 
(< 0.0001)

Enzalutamide PREVAIL Progressive 
chemo-naïve CRPC

Placebo 32.4 0.70 
(< 0.0001)

Radium-223 ALSYMPCA Post-docetaxel
CRPC

Placebo 14.9 0.695 
(0.002)



Metastatic Hormone Sensitive Prostate 
Cancer Summary 2019

ADT: continuous vs intermittent: continuous as SOC

Docetaxel in mPSPC: CHAARTED, STAMPEDE arm C
Abiraterone: LATITUDE, STAMPEDE arm G

Possible role for radiation to the primary: 
STAMPEDE arm H: low volume /  low risk mHSPC

Enzalutamide in mHSPC: ENZAMET, ARCHES
Apalutamide in mHSPC: TITAN

To come: Darolutamide: ARESENS; PEACE studies
Combinations and sequencing





Sweeney CJ et al. N Engl J Med 2015



OS by extent of metastatic disease at start of ADT:updated 
analysis 

High volume Low volume

Sweeney CJ et al. ESMO 2016



LATITUDE: A phase 3, double-blind, 
randomized trial of androgen deprivation 

therapy with abiraterone acetate plus 
prednisone or placebos 

in newly diagnosed high-risk metastatic 
hormone-naïve prostate cancer patients

Karim Fizazi,1 NamPhuong Tran,2 Luis Fein,3 Nobuaki Matsubara,4 Alfredo Rodriguez-
Antolin,5 Boris Y. Alekseev,6 Mustafa Özgüroğlu,7 Dingwei Ye,8 Susan Feyerabend,9 Andrew 
Protheroe,10 Peter De Porre,11 Thian Kheoh,12 Youn C. Park,13 Mary B. Todd,14 Kim N. Chi,15

on behalf of the LATITUDE Investigators
1Gustave Roussy, University of Paris Sud, Villejuif, France; 2Janssen Research & Development, Los Angeles, CA; 3Instituto de Oncologia de 
Rosário, Rosário, Argentina; 4National Cancer Center Hospital East, Chiba, Japan; 512 de Octubre University Hospital, Madrid, Spain; 6P.A. 
Hertsen Moscow Cancer Research Institute, Moscow, Russian Federation; 7Cerrahpaşa Medical Faculty, Istanbul University, Istanbul, Turkey; 
8Fudan University Shanghai Cancer Center, China; 9Studienpraxis Urologie, Nürtingen, Germany; 10Oxford University Hospitals Foundation NHS 
Trust, Oxford, UK; 11Janssen Research & Development, Beerse, Belgium; 12Janssen Research & Development, San Diego, CA; 13Janssen 
Research & Development, Raritan, NJ; 14Janssen Global Services, Raritan, NJ; 15BC Cancer Agency, Vancouver, BC, Canada



Efficacy end points
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• Conducted at 235 sites in 34 countries in Europe, Asia-Pacific, Latin America, and Canada
• Designed and fully enrolled prior to publication of CHAARTED/STAMPEDE results

Overall study design of LATITUDE

Presented by: Karim FizaziBJ1
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BJ1 presented where? ansd when
Binko, Justin, 3/24/2019
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ADT + AA + P 597 565 529 479 388 233 93 9

602 564 504 432 332 172 57 2

Hazard ratio, 0.62 (95% CI, 0.51-0.76)
P<0.0001

ADT + AA + P, not reached

ADT + placebos, 34.7 mo

ADT + placebos

Statistically significant 38% risk reduction of death

OS rate at 3 years:
ADT + AA + P:  66%
ADT + placebos: 49%

No. of events: 406 (48% of 852)
ADT + AA + P: 169
ADT + placebos: 237

Presented by: Karim Fizazi

Median follow-
up: 30.4 months



Statistically significant 53% risk reduction 
of radiographic progression or death
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0 4 8 12 16 2420 28 32 36 40

Months

No. at risk

ADT + AA + P 597 533 464 400 353 316 251 177 102 51 21

602 488 367 289 214 168 127 81 41 17 7

No. of events
ADT + AA + P: 239
ADT + placebos: 354

Hazard ratio, 0.47 (95% CI, 0.39-0.55)
P<0.0001

ADT + AA + P, 33.0 mo

ADT + placebos, 14.8 mo

ADT +  placebos

Presented by: Karim Fizazi
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Presented By Nicholas James at 2017 ASCO Annual Meeting
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Presented By Nicholas James at 2017 ASCO Annual Meeting
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Presented By Nicholas James at 2017 ASCO Annual Meeting





4.4% OS benefit at 3 years; Grade 3+ toxicity increment 33 to 47%; 
Grade 5 increment 3 to 9%

Treatment duration > 48 months

Should we consider AA in low risk HSPC?
Subgroup analysis from STAMPEDE Arm G: Abiraterone

Hoyle A et al. ESMO 2018



Prostate Cancer Patients With Cardiovascular 
Disease Had Higher Mortality After Starting 

Abiraterone Acetate

Grace Lu-You, 
Nikita Nikita, Scott Keith, Krupa Gandhi, TimothyR. Rebbeck, Jennifer Cullen, Ginah Nightingale, Mark Mann and Andrew Chapman

AACR 2019 Abstract 4469
. https://www.aacr.org/Newsroom/Pages/News-Release-Detail.aspx?ItemID=1272

• Patients with cardiovascular disease or uncontrolled 
hypertension are almost always excluded from clinical trials 
of abiraterone acetate

• Surveillance, Epidemiology and End Results (SEER)–Medicare 
linked identified 2,845 patients

• 1924 (67.6 percent) patients had at least one serious 
cardiovascular condition 
• acute myocardial infarction, atrial fibrillation, congestive 

heart failure, stroke, and ischemic heart disease 
• before starting treatment with abiraterone acetate
• crude risk of overall mortality by six months of abiraterone 

ranged from 21.4 to 25.6% depending on the type of pre-
existing cardiovascular condition, versus 15.8 percent for 
those with no pre-existing cardiovascular disease



Lancet 2018;392(10162):2353-
66.



STAMPEDE Arm H: Standard Therapy with or without Radiation
Therapy to the Primary Tumor in Newly Diagnosed Metastatic
Prostate Cancer

Parker CC et al. Lancet 2018;392(10162):2353-66.

Overall survival

Control (n = 1,029) 

Radiation therapy (n = 

1,032)

Overall survival in low metastatic burden

Control (n = 409) 

Radiation therapy (n = 

410)

HR = 0.92; p = 0.266 HR = 0.68; p = 0.007

Time since randomisation (months) Time since randomisation (months)
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Phase 3 study of androgen deprivation therapy with enzalutamide (ENZA) or placebo (PBO) in metastatic hormone-sensitive prostate cancer: the ARCHES trial

Presented By Andrew Armstrong at 2019 Genitourinary Cancers Symposium



ARCHES study design

Presented By Andrew Armstrong at 2019 Genitourinary Cancers Symposium



Primary endpoint: rPFS

Presented By Andrew Armstrong at 2019 Genitourinary Cancers Symposium



Adverse events (AEs)

Presented By Andrew Armstrong at 2019 Genitourinary Cancers Symposium



AEs of special interest

Presented By Andrew Armstrong at 2019 Genitourinary Cancers Symposium
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Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



<br /><br />OVERALL SURVIVAL (OS) RESULTS OF A PHASE III RANDOMIZED TRIAL OF STANDARD OF CARE THERAPY WITH OR WITHOUT ENZALUTAMIDE FOR METASTATIC 
HORMONE SENSITIVE PROSTATE CANCER (mHSPC)<br /><br />ENZAMET (ANZUP 1304):<br />AN ANZUP-LED INTERNATIONAL CO-OPERATIVE GROUP TRIAL<br />(NHMRC 

CTC, CCTG, CTI, DFCI)

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



ENZAMET Treatment

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Study Endpoints

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Key Eligibility Criteria

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Statistical Design and History of Amendments<br />Intent to treat analysis, 1,100 patients and 470 deaths; > 80% power to detect a 25% reduction in the hazard of death (HR 0.75), 
with a 2-sided type 1 error rate of 0.05 (with all versions)

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Patient characteristics

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Patient characteristics

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Primary endpoint: Overall survival

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Concurrent Docetaxel: Prespecified Subgroup of Interest<br />(Biology and Treatment Implications)

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



3 year OS point-estimates in biologically and clinically relevant predefined subgroups

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Selected adverse events (AE)*: <br /><br />All patients<br />at anytime

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



Clinical interpretation

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting



First Results From TITAN: a Phase 3 Double-Blind, Randomized Study of Apalutamide Versus Placebo in Patients With Metastatic Castration-Sensitive Prostate Cancer Receiving 
Androgen Deprivation Therapy

Presented By Kim Chi at 2019 ASCO Annual Meeting



TITAN Study Design

Presented By Kim Chi at 2019 ASCO Annual Meeting



TITAN OS: Apalutamide Significantly Reduced the Risk <br />of Death by 33%

Presented By Kim Chi at 2019 ASCO Annual Meeting



TITAN OS Benefit Consistent Across Subgroups

Presented By Michael Carducci at 2019 ASCO Annual Meeting



TITAN Health-Related Quality of Life Was Preserved With Apalutamide + ADT and Not Different From Placebo + ADT

Presented By Kim Chi at 2019 ASCO Annual Meeting



Outcomes in mHSPC ADT +/- Single agents (docetaxel, abiraterone, enzalutamide, apalutamide)

Presented By Michael Carducci at 2019 ASCO Annual Meeting

ENZAMET ADT + Enza ADT + Enza
but not if prior 

docetaxel

ADT + Enza ADT + Enza
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Presented By Michael Carducci at 2019 ASCO Annual Meeting



SST SST

Randomized, Phase III Trial of Standard 
Systemic Therapy (SST) or SST Plus Definitive 
Treatment of the Primary Tumor in Metastatic 

Prostate Cancer 
(SWOG S1802-Actively Enrolling)

Castration 
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≥M1a PCa
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ADT +
Abiraterone 1000 mg 
Prednisone 5 mg BID

+/- docetaxel
Co-primary endpoints: 

OS and PFS (HR: 0.75)ADT +
Local radiotherapy

+/- docetaxel
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• Patients with 
newly 
diagnosed 
(hormone-
naive) 
metastatic CaP

• 916 patients 
planned

PEACE-1: European Phase III Trial in de novo Metastatic
Prostate Cancer (revised design)

ADT +
Local radiotherapy + 

Abiraterone-Pred
+/- docetaxel

Study sponsor: Unicancer

ClinicalTrials.gov. Identifier: NCT01957436.

Androgen deprivation 
therapy (ADT)
+/- docetaxel



ADT
+ RXT (Pelvis)

Primary endpoint:
• cPFS (HR: 070)

Secondary endpoints:
• PSA response at 3 mos
• bPFS
• Metastases-free 

survival
• CaP-specific survival
• OS
• Acute/Lg term tolerance
• QoL
• Biomarkers (biopsy)

ADT
+ Cabazitaxel x 4 cycles

+ RXT (prostate)

Pts with high-risk 
localized CaP:
at least 2 of the 
following criteria:
•Gleason≥8
•≥ T3
•PSA>20 ng/mL

Study sponsor: Unicancer 
Planned accrual duration: 4 
years

Androgen deprivation 
therapy (ADT) x 3 y

+ RXT (prostate)

ADT
+ Cabazitaxel x 4 cycles

+ RXT (Pelvis)
N= 1050 pts
planned

PEACE-2: European Phase III Trial of 
Cabazitaxel and Pelvic Irradiation in 
Patients With High-risk Localized

Prostate Cancer

NCT01952223
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Preferred Therapeutic Sequencing For Metastatic 
Prostate Cancer possible changes for 2019

Immunotherapy?

Docetaxel 

EnzalutamideAbiraterone

Baseline: Androgen Deprivation, Calcium, Vitamin D, 
Osteoclast inhibitor: zelodronic acid or denosumab

Mitoxantrone

Radium 223

Cabazitaxel

Trials show 
benefit for 

early 
Docetaxel, 

Abiraterone, 
Enzalutamide 

and 
Apalutamide

in HSPC

Therapeutic 
Bermuda 
Triangle

Primcaps Trial

or





Regarding metastatic hormone sensitive prostate 
cancer, which of the following is correct?

A. The combination of of docetaxel and 
enzalutamide have an additive affect on overall 
survival when combined with ADT

B. Docetaxel improves overall survival when added to 
ADT in low volume patients

C. The combination of of docetaxel and abiraterone 
acetate + prednisone have an additive affect on 
overall survival when combined with ADT

D. Enzalutamide improves overall survival when 
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improve overall survival when added to ADT in 
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