
Current and Future Management 
Paradigms for Metastatic Castration-

Resistant Prostate Cancer
Oliver Sartor, MD

Laborde Professor of Cancer Research
Medical Director Tulane Cancer Center
Departments of Medicine and Urology

Assistant Dean for Oncology
Tulane Medical School
New Orleans, Louisiana

1



Prostate Cancer Clinical States: 
Older paradigms disrupted by recent advances
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Abiraterone and novel AR antagonists all 
moving earlier; old schema no longer apply
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Do we understand optimal 
sequences of therapy?

A little bit…..
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Real world 
evidence on 
treatment 

sequences for 
mCRPC

George et al.
Clin Genitourinary

Cancer
18:284-94, 2020
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N Engl J Med 2019;381:2506-18

Post-abiraterone and or 
enzalutamide and docetaxel 

CARD Trial
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Are there therapeutic combinations that 
deserve to be used as standard of care? 

NOT  YET but lots of 
interesting concepts are being

explored
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Challenges: mCRPC is a heterogeneous 
group of diseases

Robinson et al. Cell 161:1215, 2015

PTEN 
deficient 

40%
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IPATential150: Phase 3 study of ipatasertib plus 
abiraterone vs placebo plus abiraterone in mCRPC

NGS. Next generation sequencing; PCWG3, Prostate Cancer Working Group 3; R, randomised 
a PTEN loss was defined as a minimum of 50% of the specimen’s tumor area with no detectable PTEN 

staining (by Ventana IHC assay using SP218 antibody).
b Abiraterone (1000 mg qd) plus prednisone/prednisolone (5 mg bid).

de Bono JS, et al. Oral presentation at ESMO 2020; abstract LBA4.

IPATential150 phase 3 trial design

•Co-primary endpoints: investigator-assessed rPFS (PCWG3 criteria) in ITT and PTEN-loss (by IHC) populations
•Secondary endpoints included: OS, time to pain progression, time to initiation of chemotherapy, ORR, 
investigator-assessed rPFS in PTEN-loss (by NGS) population
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IPATential150: rPFS with ipatasertib plus abiraterone 
compared with placebo plus abiraterone

de Bono JS, et al. Oral presentation at ESMO 2020; abstract LBA4.

ITT population: not statistically significant Patients with PTEN-loss (by IHC): rPFS improved with Ipat + abi
compared to PBO + abi

Patients at risk

Pbo + abi 554 501 443 377 322 237 165 98 60 29 5

Ipat + abi 547 495 436 368 310 239 158 103 53 26 2

Pbo + abi
n = 261

Ipat + abi
n = 260

Patients with event, n (%) 306 (55) 252 (46)

Stratified HR (95% CI)a 0.84 (0.71–0.99)
p = 0.0431b
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Median rPFS, 16.6 mo
(95% CI: 15.6–19.1)

Median rPFS, 19.2 mo
(95% CI: 16.5–22.3)

Patients at risk

Pbo + abi 261 233 206 175 151 105 71 41 22 10 3

Ipat + abi 260 238 211 182 149 113 72 48 25 12

Pbo + abi
n = 261

Ipat + abi
n = 260

Patients with event, n (%) 154 (59) 124 (48)

Stratified HR (95% CI)c 0.77 (0.61–0.98)
p = 0.0335d
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Median rPFS, 16.5 mo
(95% CI: 13.9–17.0)

Median rPFS, 18.5 mo
(95% CI: 16.3–22.1)
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rPFS in the NGS-defined PTEN-loss group

Placebo + 
abiraterone

(n=103)

Ipatasertib + 
abiraterone

(n=105)

Patients with event, n (%) 70 (68) 47 (45)

Stratified HR (95% CI)* 0.65 (0.45–0.95)
p=0.0206†

Median: 19.1 months
(95% CI, 13.9–NE)

Median: 14.2 months
(95% CI, 10.9–18.7)
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IPATential150: Increased toxicity was observed with 
the addition of ipatasertib to abiraterone

de Bono JS, et al. Oral presentation at ESMO 2020; abstract LBA4.

Grade 3 and 4 AEs 
≥2% difference between treatment arms 

PBO + abi 
(n = 546)

Ipat + abi 
(n = 551)

AEs leading to 
discontinuation of PBO/Ipat, 
n (%)

28 (5.1) 116 (21.1)

AEs leading to dose 
reduction of PBO/Ipat, n (%) 34 (6.2) 220 (39.9)

AEs leading to discontinuation or 
dose reduction

0%5%10%15% 15%10%5%

Dehydration

Aspartate aminotransferase increased

Alanine aminotransferase increased

Hyperglycaemia

Diarrhoea

Rash/rash maculopapular

Grade 3:
Grade 4:

Pbo + abi
n = 546

Ipat + abi
n = 551
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ERA-223: Abiraterone +/- Radium-223 

Not successful and high rates of fractures in those without 
bone protection 
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1:1

Radium-223 55 KBq/Kg
every 4wks X 6 IV + 
Abiraterone+Prednisone
or Prednisolone

Matching Placebo + 
Abiraterone+Prednisone
or Prednisolone

SSE-FS
•Asymptomatic or 

mildly symptomatic
•Chemo –naïve BM 

CRPC patients
•No known brain 

metastasis or visceral 
metastasis

•ECOG 0 or 1 

Stratifications: 
•Geographic areas
•Concurrent use of                   
bisphosphonate/

denosumab or none
•Total ALP above 90 

U/L or not

•N=806

IMAGING WITH CT and BONE SCAN

Courtesy of A Oliver Sartor, MD



EORTC-1333-GUCG (PEACE III) is ongoing

Study population
• Patients with 
bone-
predominant 
mCRPC (≥2 bone 
metastases)
• No prior 
treatment with, 
abiraterone, 
enzalutamide, 
Ra233
• No known brain 
or visceral 
metastases

1:1,

Primary endpoint
• rPFS

Secondary endpoints
•OS
•DSS
•SSE
•Time to initiation of 
next systemic anti-
neoplastic therapy 
•PFS2
• Brief Pain Inventory 
(BPI),
•(EQ-5D-5L) 

Enzalutamide 160 mg qd
Radium-223 

55 kBq/kg IV every 4 
weeks for 6 cycles

Enzalutamide 160 mg qd
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Bone fractures and cumulative incidence safety 
population of PEACE III: 

Huge differences with bone protective agents
Tombal, ASCO 2019, #5007

Time point

Treatment and use of bone protecting agents
With exposure to BPA Without exposure to BPA

Enza+Rad (N=39)
Enza

(N=49)
Enza+Rad

(N=37)
Enza

(N=35)
Cum Incidence

(95% CI)*
Cum Incidence

(95% CI)
Cum Incidence 

(95% CI)
Cum Incidence 

(95% CI)
3 months 0 (-) 0 (-) 0 (-) 5.7 (1.0-16.7)
6 months 0 (-) 0 (-) 5.6 (1.0-16.3) 8.8 (2.2-21.0)
9 months 0 (-) 0 (-) 22.6 (10.6-37.3) 8.8 (2.2-21.0)

12 months 0 (-) 0 (-) 37.4 (21.8-53.1) 12.4 (3.9-26.2)

15 months 0 (-) 0 (-) 43.6 (26.8-59.3) 16.6 (5.9-32.0)
18 months 0 (-) 0 (-) 43.6 (26.8-59.3) 16.6 (5.9-32.0)
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COSMIC-021: Study Design of the 
Expansion for CRPC Cohort 6

Patients receive study treatment as long as they continue to experience clinical benefit as 
assessed by the investigator or until unacceptable toxicity

Agarwal N, et al. ASCO GU. 2020 (abstr 139)

Second 
extended 

enrollment
(N=50)

mCRPC
• Radiographic 

progression after prior 
enzalutamide and/or 
abiraterone

• ECOG PS 0-1
• Prior chemotherapy 

not permitted except 
docetaxel for mCSPC

Cabozantinib 40 mg QD 
PO + Atezolizumab 1200 

mg Q3W IV
(N=30)

First 
extended 

enrollment
(N=50)
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Agarwal N et al. ASCO 
2020;Abstract 139. Courtesy of A Oliver Sartor, MD



CONTACT-02 is a global, multicenter, randomized, phase 3, open-label 
study that plans to enroll approximately 580 patients at 250 sites. 

Patients will be randomized 1:1 to the experimental arm of cabozantinib
in combination with atezolizumab and the control arm of a second novel 

hormonal therapy (either abiraterone/prednisone or enzalutamide). 

The co-primary endpoints of the trial are PFS and OS. Additional endpoints 
include objective response rate, PSA response, and duration of response.
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What else is new?
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High Dose Testosterone and Resensitization
to Subsequent Hormonal Agents: 

Disrupting Paradigms
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BAT                                   Enzalutamide post-BAT

Resensitization!
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Targeted AR Degradation…..PROTAC
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PROTAC: Selected biomarker data
Petrylak et al. ASCO 2020 #3500
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VISION: PSMA-Lu-177 Pivotal Phase III 
Trial Using PSMA-Imaging as a Biomarker

mCRPC  
• at least 1 prior novel 
hormone
• at least 1 prior 
taxane
•PSMA PET+

• Best supportive 
care

2:1 Randomization

• Best supportive care
• 177Lu-PSMA-617

7.4 GBq q 6 wks x 4-6• LDH 
(above/below 
260)

• Liver mets
(Y/N)

• PS (0-1 vs 2)
• NAAD as BSC 

(Y/N)

Patient Population Stratification Factors

N=750
Alternative 1o endpoint:

rPFS or OS 
PIs: Sartor and Krause Courtesy of A Oliver Sartor, MD



THE END
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