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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available options. 
Results will be shown after everyone has answered.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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A Live Webinar Series Held in Conjunction with the 2021 ASCO Annual Meeting
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Immunotherapy and Other Nontargeted 
Approaches for Lung Cancer
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Pancreatic Cancer
Wednesday, August 4
5:00 PM – 6:30 PM ET

Endometrial and Cervical Cancers
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Consensus or Controversy? 
Clinical Investigator Perspectives on the Current 

and Future Management of Colorectal and 
Gastroesophageal Cancers 

Tuesday, August 3, 2021
5:00 PM – 6:30 PM ET

Chloe E Atreya, MD, PhD
Dustin Deming, MD

Eric Van Cutsem, MD, PhD
Zev Wainberg, MD, MSc

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 2 to 3 business days.
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ASCO 2021 Metastatic Castration-Resistant Prostate Cancer
Presentation Library

Selection and Sequencing of Therapy for Patients 
with mCRPC
Emmanuel S Antonarakis, MD

Integration of PARP Inhibitors into the Management 
of mCRPC
Johann de Bono, MBChB, MSc, PhD

Novel and Investigational Strategies for Patients 
with mCRPC
Julie N Graff, MD

Download Slides

Download Slides

Download Slides

https://asset.researchtopractice.com/2021/HTML_Emails/ASCO/TalksSlides/ASCO21_Metastatic%20Castration-Resistant%20PC_Antonarakis.pdf
https://asset.researchtopractice.com/2021/HTML_Emails/ASCO/TalksSlides/ASCO21_Metastatic%20Castration-Resistant%20PC_Graff.pdf
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Agenda
Module 1: Integration of PARP Inhibitors into the Management of Metastatic Castration-Resistant Prostate 
Cancer (mCRPC) 
• Genomic biology of prostate cancer
• Faculty cases
• PROfound: Olaparib versus AR-targeted therapy in men with HRR mutation-selected mCRPC
• TRITON2: Rucaparib monotherapy for mCRPC previously treated with AR-targeted therapy and a taxane
• TALAPRO-1: Talazoparib in men with DNA damage repair mutations and mCRPC
Module 2: Selection and Sequencing of Therapy in mCRPC
• CARD: Cabazitaxel versus an AR-targeted agent for mCRPC
• OSTRICh: Cabazitaxel versus an AR-targeted agent for patients with poor-prognosis mCRPC
• PEACE III: Addition of bone-protecting agents during treatment with radium-223/enzalutamide
• Faculty cases
Module 3: Novel and Investigational Strategies for Patients with mCRPC
• VISION: 177Lu-PSMA-617 for patients with progressive PSMA-positive mCRPC
• COSMIC-021: Cabozantinib with atezolizumab for mCRPC
• Faculty cases



Courtesy of Emmanuel S Antonarakis, MD 

Treatment Landscape for mCRPC
PARPi for BRCA1/2

Pembro for MSI-hi



Module 1: Integration of PARP Inhibitors into the Management of Metastatic Castration-Resistant Prostate 
Cancer (mCRPC) 
• Genomic biology of prostate cancer
• Faculty cases
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• TALAPRO-1: Talazoparib in men with DNA damage repair mutations and mCRPC
Module 2: Selection and Sequencing of Therapy in mCRPC
• CARD: Cabazitaxel versus an AR-targeted agent for mCRPC
• OSTRICh: Cabazitaxel versus an AR-targeted agent for patients with poor-prognosis mCRPC
• PEACE III: Addition of bone-protecting agents during treatment with radium-223/enzalutamide
• Faculty cases
Module 3: Novel and Investigational Strategies for Patients with mCRPC
• VISION: 177Lu-PSMA-617 for patients with progressive PSMA-positive mCRPC
• COSMIC-021: Cabozantinib with atezolizumab for mCRPC
• Faculty cases

Agenda





“P53 is the guardian of the genome”

“ATM is the sensor of DNA damage”

“PALB2 is BRCA3”

Interview with Prof Johann de Bono, July 8, 2021



Approximately how many times have you prescribed a PARP inhibitor 
to a patient with prostate cancer? 

6%

14%

14%

27%

39%

0% 5% 10% 15% 20% 25% 30% 35% 40% 45%
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1

3 to 10

Premeeting survey: July 2021

More than 10 
Median: 1
Range: 0-25



At what point, if any, do you generally recommend a PARP inhibitor to 
a patient with mPC and a germline BRCA mutation? 

63%

29%

8%

0% 10% 20% 30% 40% 50% 60% 70%

As part of first-line treatment, 
alone or as maintenance therapy 

After at least 1 line of both 
hormonal therapy and 

chemotherapy 

After 1 line of hormonal therapy 

Premeeting survey: July 2021



For a patient with mPC and a germline BRCA mutation to whom you 
would administer a PARP inhibitor at some point, what treatment 
strategy would you likely use? 

24%

37%

39%

0% 5% 10% 15% 20% 25% 30% 35% 40% 45%

PARP inhibitor in combination 
with hormonal therapy 

PARP inhibitor maintenance 
therapy after response to 

chemotherapy 

PARP inhibitor monotherapy 

Premeeting survey: July 2021



A 65-year-old man with a germline BRCA mutation presents with 
minimally symptomatic PC metastatic to the bone and receives 
enzalutamide and ADT with response followed by disease progression. 
What would you recommend? 

4%

4%

9%

18%

18%

47%
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Olaparib 

Docetaxel 

Chemotherapy 
followed by olaparib

Rucaparib 

Premeeting survey: July 2021

Abiraterone 

Chemotherapy 
followed by rucaparib 



Have you or would you prescribe a PARP inhibitor to a patient with 
mPC and a germline ATM mutation? 

24%

64%

12%

0% 10% 20% 30% 40% 50% 60% 70%

I have 

I haven’t and would not 

I haven’t but would 
for the right patient 

Premeeting survey: July 2021



Have you or would you prescribe a PARP inhibitor to a patient with 
mPC and a somatic BRCA mutation? 

82%

18%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

I have 

I haven’t but would 
for the right patient 

Premeeting survey: July 2021



Have you or would you prescribe a PARP inhibitor to a patient with 
mPC and a high LOH score? 

39%

55%

6%

0% 10% 20% 30% 40% 50% 60%

I have 

I haven’t and would not 

I haven’t but would 
for the right patient 

Premeeting survey: July 2021



Have you or would you prescribe a PARP inhibitor to a patient with 
mPC and a germline PALB2 mutation? 

2%

73%

25%

0% 10% 20% 30% 40% 50% 60% 70% 80%

I haven’t and would not 

I have 

I haven’t but would 
for the right patient 

Premeeting survey: July 2021



DNA repair defects in mCRPC

• Many mCRPCs have DNA repair defects
• TP53 alterations
• BRCA2 alterations and alterations in other homologous recombination genes 

including PALB2, RAD51, FANCA
• ATM alterations 
• CDK12 and mismatch repair gene alterations

Courtesy of Johann de Bono, MBChB, MSc, PhD



Case Presentation – Prof de Bono: A 70-year-old man with mCRPC
and Somatic Cell Biallelic BRCA2 loss

• 70 year old patient with no family history
• Acute urinary retention in Dec 2011

• Staging: T4 tumor with extension into bladder base, pelvic nodes and metastatic 
bone disease
• Biopsy confirmed adenocarcinoma of prostate with Gleason score of 4 + 5 (9) in 

10/10 cores, up to 80% core involvement

Courtesy of Johann de Bono, MBChB, MSc, PhD

One of our first responders
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Case Presentation – Prof de Bono: A 70-year-old man with mCRPC
and Somatic Cell Biallelic BRCA2 loss (continued)
Detailed case study: TOPARP responder

PARPi

6m TTP

CYP17i refractory

4m PFS on D

Courtesy of Johann de Bono, MBChB, MSc, PhD



14.10.201318.07.2013

Case Presentation –
Prof de Bono: A 70-year-
old man with mCRPC and 
Somatic Cell Biallelic 
BRCA2 loss (continued) 

Courtesy of Johann de Bono, MBChB, MSc, PhD



14.10.201318.07.2013

Response in portacaval (top row) and right external iliac nodes (bottom row)
A similar trend was seen at all nodal disease sites (supraclavicular, retroperitoneal, pelvic, sigmoid mesentery)

Case Presentation –
Prof de Bono: A 70-year-
old man with mCRPC and 
Somatic Cell Biallelic 
BRCA2 loss (continued) 

Courtesy of Johann de 
Bono, MBChB, MSc, PhD



Fused MRI DWI - Anatomical Whole Body MRI  DWI – b 900

Baseline Post Tx Post Tx

Whole Body MRI showing almost complete resolution of the liver metastases (red 
arrow),  retroperitoneal and pelvic lymph nodes (yellow arrows) after 12 weeks.

(The signal in the clavicles is artifactual; signal in the spleen is normal.)

Baseline

Pre-Treatment Post-Treatment Pre-Treatment Post-Treatment
Case Presentation –
Prof de Bono: A 70-
year-old man with 
mCRPC and Somatic 
Cell Biallelic BRCA2 
loss (continued) 

Courtesy of Johann de Bono, MBChB, MSc, PhD



chr9: One copy loss of 
CDKN2A and CDKN2B

chr5: One copy 
loss of APC

chrX: Amplification 
of AR and AMER1

chr13: One copy loss of 
RB1 and BRCA2

chr2: One copy 
loss of ERCC3

Gene ExonicFunc Chr Start End Ref Obs Var reads/ 
Total reads Normal

BRCA2 frameshift
substitution 13 32954225 32954252 CCATCTTGTTCTGAG

GTGGACCTAATAG CA 8/16 0/57

Case Presentation – Prof de Bono: A 70-year-old man with mCRPC and 
Somatic Cell Biallelic BRCA2 loss (continued) 

SU2C TO-PARP First Responder Analyses

Somatic Cell Biallelic BRCA2 loss
Courtesy of Johann de Bono, MBChB, MSc, PhD



Goserelin and bicalutamide

Docetaxel and
figitumumab 

Eribulin

Radium 223

Abiraterone

FH identified:
BRCA2 germline mt
Identified: Olaparib

Radiotherapy to prostate, 
pelvic nodes, and large left iliac bone met

Diagnosed with 
metastatic CRPC
Multiple bone mets

PSA

Time  è

CRPC after 1 year
Multiple bone mets
‘Go home to die’

New met in left iliac bone,
enlarged retroperitoneal nodes

----31 months----

Good response to
Abiraterone (36m)

We have 
reported on 
cross-sensitivity/ 
cross-resistance 
of PARPi with 
carboplatin (Fong 
et al, JCO 2010)

Case Presentation – Prof de Bono: A 65-year-old man with mCRPC and a germline BRCA2 mutation

Courtesy of Johann de Bono, MBChB, MSc, PhD



Primary endpoint
rPFS BY BICR IN PATIENTS WITH ALTERATIONS IN BRCA1, BRCA2, OR ATM (COHORT A) 
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83 47 44 22 20 13 12 7 6 3 3 3 2 2 1 1 1 1 0 0 079 Physician's choice

Olaparib 
(N=162)

Physician's 
choice
(N=83)

Events (%) 106 (65.4) 68 (81.9)

Median rPFS (months) 7.39 3.55

Hazard ratio (95% CI)
0.34 (0.25, 0.47)

P<0.0001

12-mo rate
28.11%
9.40%

6-mo rate
59.76%
22.63%

de Bono et al, NEJM 2020

PROfound Trial

Courtesy of Johann de Bono, MBChB, MSc, PhD



Cohort A, BRCA1, BRCA2 and ATM alterations; Cohort A+B, all other HRR alterations; Control, physician’s choice of enzalutamide or abiraterone; 
Evaluable patients: ORR, measurable disease at baseline; PSA, a valid baseline and post-baseline PSA measurement; CTC, CTC count ≥5 cells/7.5 mL at baseline 

Cohort A Cohorts A+B BRCA1 and/or BRCA2 ATM CDK12
Olaparib

(N=162)

Control
(N=83)

Olaparib
(N=256)

Control
(N=131)

Olaparib
(N=102)

Control
(N=58)

Olaparib
(N=62)

Control
(N=24)

Olaparib
(N=61)

Control
(N=28)

rPFS Median, months 7.4 3.6 5.8 3.5 9.8 3.0 5.4 4.7 5.1 2.2
HR (95% CI) 0.34 (0.25–0.47) 0.49 (0.38–0.63) 0.22 (0.15–0.32) 1.04 (0.61–1.87) 0.74 (0.44–1.31)

OS Median OS, months 19.1 14.7 17.3 14.0 20.1 14.4 18.0 15.6 14.1 11.5
HR (95% CI) 0.69 (0.50–0.97) 0.79 (0.61–1.03) 0.63 (0.42–0.95) 0.93 (0.53–1.75) 0.97 (0.57–1.71)
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84
33.3

43
2.3

138
21.7

67
4.5

57
43.9

33
0

30 
10.0

10
10.0

34
5.9

12
0

PSA Evaluable patients, n
Confirmed response, % 
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66% (n=86/131) of control patients in the overall population crossed over to olaparib treatment after 
their disease had progressed.2 OS is not adjusted for crossover in this analysis
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Courtesy of Johann de Bono, MBChB, MSc, PhD



TRITON2: Rucaparib confirmed PARPi antitumor activity in 
BRCA2 mCRPC

Abida W et al, JCO 2020

Courtesy of Johann de Bono, MBChB, MSc, PhD



Talazoparib in mCRPC (TALAPRO-1)
BRCA in blue
ATM loss in orange
PALB2 in red

de Bono et al, in press

Courtesy of Johann de Bono, MBChB, MSc, PhD



Multiple drug combinations under consideration

• AR signaling inhibitors
• Abiraterone, apalutamide, enzalutamide

• PSMA targeting radioisotopes 
• PSMA Lutetium

• PD-1/PD-L1 immune checkpoint inhibitors
• Other combinations

Courtesy of Johann de Bono, MBChB, MSc, PhD



Module 1: Integration of PARP Inhibitors into the Management of Metastatic Castration-Resistant Prostate 
Cancer (mCRPC) 
• Genomic biology of prostate cancer
• Faculty cases
• PROfound: Olaparib versus AR-targeted therapy in men with HRR mutation-selected mCRPC
• TRITON2: Rucaparib monotherapy for mCRPC previously treated with AR-targeted therapy and a taxane
• TALAPRO-1: Talazoparib in men with DNA damage repair mutations and mCRPC
Module 2: Selection and Sequencing of Therapy in mCRPC
• CARD: Cabazitaxel versus an AR-targeted agent for mCRPC
• OSTRICh: Cabazitaxel versus an AR-targeted agent for patients with poor-prognosis mCRPC
• PEACE III: Addition of bone-protecting agents during treatment with radium-223/enzalutamide
• Faculty cases
Module 3: Novel and Investigational Strategies for Patients with mCRPC
• VISION: 177Lu-PSMA-617 for patients with progressive PSMA-positive mCRPC
• COSMIC-021: Cabozantinib with atezolizumab for mCRPC
• Faculty cases

Agenda



AR-V7

Courtesy of Emmanuel S Antonarakis, MD 



The CARD trial

de Wit R, et al. NEJM 2019; 381: 2506-2518.

Courtesy of Emmanuel S Antonarakis, MD 



de Wit R, et al. NEJM 2019; 381: 2506-2518.

The CARD 
trial

Courtesy of Emmanuel S Antonarakis, MD 



The Canadian trial (Phase II OZM-054 Trial)

Annala M, et al. Ann Oncol 2021; 32: 896-905.

Poor prognosis: 
liver mets, 
CRPC <12 months, 
or >3 of 6 (LDH, ECOG, visceral, albumin, ALP, <36 mo from Dx)

Courtesy of Emmanuel S Antonarakis, MD 



The Dutch trial (Phase II OSTRICh Trial)

van der Zande K, et al. ASCO 2021; abstract 5059.

Courtesy of Emmanuel S Antonarakis, MD 



Ideal patient for Radium-223 treatment

• mCRPC with symptomatic bone metastases
• Mild bone pain (1-4/10), but not severe bone pain (≥5/10)

• Few bone metastases (5-10), but not too many (≥20)

• No impending pathologic fracture or cord compression

• Adequate bone marrow function (Hgb ≥9, ANC ≥1000, Plt ≥100K)

• No visceral mets (≥10 mm) or bulky nodal mets (≥30 mm)

• No concurrent Abi; use Denosumab with concurrent Enza

• ECOG 0-1; avoid if ECOG 2-4
Courtesy of Emmanuel S Antonarakis, MD 



Gillessen S, et al. ASCO 2021; Abstract 5002.

PEACE III: Timelines, impact of ERA 223 and role of IDMC 

Courtesy of Emmanuel S Antonarakis, MD 



Gillessen S, et al. ASCO 2021; Abstract 5002.

(PEACE III)

Courtesy of Emmanuel S Antonarakis, MD 



Gillessen S, et al. ASCO 2021; Abstract 5002.
Courtesy of Emmanuel S Antonarakis, MD 

PEACE III: Cumulative incidence of fractures by treatment arm 
and use of bone protecting agents



Gillessen S, et al. ASCO 2021; Abstract 5002. Courtesy of Emmanuel S Antonarakis, MD 

PEACE III: Bone fractures and cumulative incidence – safety 
population



A 65-year-old man presents with minimally symptomatic mPC to the 
nodes and bone and receives docetaxel and ADT with response 
followed by disease progression. The patient is started on 
enzalutamide but experiences further progression after 9 months. 
What would you recommend?

16%

25%

59%

0% 10% 20% 30% 40% 50% 60% 70%

Cabazitaxel

Abiraterone 

Test for AR-V7 and then decide 

Premeeting survey: July 2021



For a patient with mPC and bone-only metastases who has received 
prior docetaxel then responds to but develops disease progression on 
secondary hormonal therapy (eg, enzalutamide, apalutamide, 
abiraterone), what is your likely next systemic treatment? 

4%

30%

32%

34%

0% 5% 10% 15% 20% 25% 30% 35% 40%

Radium-223 plus 
endocrine therapy 

Chemotherapy 

Radium-223 

Another hormonal therapy 

Premeeting survey: July 2021



At what point, if any, do you generally recommend radium-223 to a 
patient with bone-only mCRPC? 

8%

69%

4%

20%

0% 10% 20% 30% 40% 50% 60% 70% 80%

After 1 line of 
hormonal therapy 

After at least 1 line of both 
hormonal therapy and 

chemotherapy 

After 1 line of chemotherapy 

I generally would not 
administer radium-223 

Premeeting survey: July 2021



Case Presentation – Dr Antonarakis: A 62-year-old man with de novo 
mHSPC

• 62-year-old man, diagnosed with de novo mHSPC (bone + liver)
• Prostate biopsy: Gleason 5+4=9
• Liver biopsy: prostate adeno, no NEPC, NGS–somatic BRCA1
• No family history of cancer; germline testing negative 
• Received ADT + 6x docetaxel; developed mCRPC in 9 mo
• Then received enzalutamide, no response after 3 mo
• Worsening bone mets; liver mets growing again

• Options: olaparib, cabazitaxel
• Started cabazitaxel–PR in liver, and PSA response (ongoing)

Courtesy of Emmanuel S Antonarakis, MD 



Case Presentation – Dr Antonarakis: A 58-year-old man with mCRPC
and a germline ATM mutation

• 58-year-old man; Gleason 4+3=7 localized prostate cancer
• Family history of male breast cancer in father 
• Prostatectomy (pT3b N0 R0); Adjuvant XRT
• Biochemical recurrence, treated with intermittent ADT
• Developed nmCRPC after 2 years; PSADT = 5.8 months
• Received Darolutamide for 18 months
• Developed mets in bones (x3) and RP lymph nodes
• Lymph node biopsy: somatic NGS found ATM mutation
• Germline testing confirmed inherited ATM mutation

Courtesy of Emmanuel S Antonarakis, MD 



Case Presentation – Dr Antonarakis: A 58-year-old man with mCRPC
and a germline ATM mutation (continued)

• 58 y/o man; received Daro for nmCRPC; gATM mutation
• Then developed mCRPC (3 bone mets; RP nodes)

• Declined chemo; received Abiraterone (no response)
• Due to gATM mutation, then received Olaparib
• Minor response to Olaparib, with progression after 5 mo

• Now, mCRPC s/p Daro, Abi and Olaparib → symptomatic
• Options: Chemo? Rad-223?

Courtesy of Emmanuel S Antonarakis, MD 



Case Presentation – Dr Antonarakis: A 58-year-old man with mCRPC
and a germline ATM mutation (continued)

Bone scan (2/23/2019) Bone scan (8/26/2019)
- Baseline - After 6 months

Courtesy of Emmanuel S Antonarakis, MD 

ATM-mutated Pt who received Radium-223



Case Presentation – Dr Antonarakis: A 66-year-old man with mCRPC
and a TP53 mutation

• 66-year-old man, diagnosed with de novo mHSPC (bone 
mets)

• Prostate biopsy: Gleason 4+4=8
• No family history of cancer 
• Received ADT + bicalutamide; developed mCRPC in 2 years
• Then received nilutamide, abiraterone, enzalutamide
• Received sipuleucel-T
• Worsening bone mets; new pelvic adenopathy
• Participated in first clinical trial of BAT

Courtesy of Emmanuel S Antonarakis, MD 



Case Presentation – Dr Antonarakis: A 66-year-old man 
with mCRPC and a TP53 mutation (continued)

Prior:
Bicalutamide
Nilutamide
Abiraterone

Enzalutamide

Provenge

BAT x 10

Enza 
Rechallenge x 3

BAT
Rechallenge x 6

Docetaxel x 3

Pembrolizumab

PR PR 18 cycles 
of Pembro

Sipuleucel-T

Courtesy of Emmanuel S Antonarakis, MD 



Module 1: Integration of PARP Inhibitors into the Management of Metastatic Castration-Resistant Prostate 
Cancer (mCRPC) 
• Genomic biology of prostate cancer
• Faculty cases
• PROfound: Olaparib versus AR-targeted therapy in men with HRR mutation-selected mCRPC
• TRITON2: Rucaparib monotherapy for mCRPC previously treated with AR-targeted therapy and a taxane
• TALAPRO-1: Talazoparib in men with DNA damage repair mutations and mCRPC
Module 2: Selection and Sequencing of Therapy in mCRPC
• CARD: Cabazitaxel versus an AR-targeted agent for mCRPC
• OSTRICh: Cabazitaxel versus an AR-targeted agent for patients with poor-prognosis mCRPC
• PEACE III: Addition of bone-protecting agents during treatment with radium-223/enzalutamide
• Faculty cases
Module 3: Novel and Investigational Strategies for Patients with mCRPC
• VISION: 177Lu-PSMA-617 for patients with progressive PSMA-positive mCRPC
• COSMIC-021: Cabozantinib with atezolizumab for mCRPC
• Faculty cases

Agenda



Regulatory and reimbursement issues aside, in what line of therapy 
would you administer 177Lu-PSMA-617 for patients with mPC? 

3%

24%

59%

10%

4%

0% 10% 20% 30% 40% 50% 60% 70%

First line 

Third line 

Second line 

Beyond third line 

Premeeting survey: July 2021

I would not use 
177Lu-PSMA-617 



177Lu-PSMA-617 targeted radioligand therapy<br />

ADAPTED FROM DR. MORRIS” SLIDES

TARGETED TO PSMA

Courtesy of Julie N Graff, MD 



Primary endpoints: 177Lu-PSMA-617 prolonged OS<br />

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Phase III VISION Trial

Courtesy of Julie N Graff, MD 



Primary endpoints: 177Lu-PSMA-617 improved rPFS<br />

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Phase III VISION Trial

Courtesy of Julie N Graff, MD 



Higher rate of drug-related treatment-emergent adverse events with addition of 177Lu-PSMA-617 to SOC

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Phase III VISION Trial

Courtesy of Julie N Graff, MD 



Treatment-emergent adverse events grouped as topics of interest: no unexpected or concerning safety signals

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Phase III VISION Trial

Courtesy of Julie N Graff, MD 



Immune Checkpoint Inhibitors in mCRPC
Therapy Disease State Disease Response

Pembrolizumab monotherapya Post-chemotherapy ORR 9%
PSA RR 14%

Pembrolizumab + enzalutamideb Pre-chemotherapy progressing on 
enzalutamide

ORR 12%
PSA RR 14%

Atezolizumab + enzalutamidec Pre- and post-chemotherapy, s/p 
abiraterone

ORR 14%
PSA RR 26%

Atezolizumab + cabozantinibd Pre-chemotherapy s/p 
enzalutamide or abiraterone

ORR 34%
PSA RR 29%

aJCO 2020: 38(5) 395-405. bPresented at the 2021 ASCO Annual Meeting – Virtual; June 4-8, 2021. cSweeney C. 
AACR 2020. IMbassador250. dAgarwal ASCO 2020. COSMIC-021

Courtesy of Julie N Graff, MD 



COSMIC-021: Cabozantinib plus Atezolizumab for mCRPC

dAgarwal ASCO 2020. COSMIC-021 Courtesy of Julie N Graff, MD 



CONTACT-02: Phase III Trial Schema

Agarwal N et al. Genitourinary Cancers Symposium 2021;Abstract TPS190.

Primary Endpoints:
• PFS per RECIST v1.1 by BIRC
• OS

Secondary Endpoint:
• ORR per RECIST v1.1 by BIRC



Case Presentation – Dr Graff: A 57-year-old man with mCRPC and no 
actionable mutations

A 57 yo man diagnosed with metastatic prostate cancer with 5 bone tumors 
and a liver tumor. He is in good health other than the cancer. His initial 
treatment included ADT + docetaxel x 10 cycles followed by 
abiraterone/prednisone. Sequencing of his tumor does not show any 
actionable mutations. After 18 months, his PSA begins to slowly climb. His 
imaging studies do not show any changes.

What is an appropriate next step?
1. Continue current therapy until there is clear radiographic progression
2. Add Radium-223 to the abiraterone/prednisone
3. Start PSMA-Lu-177

Courtesy of Julie N Graff, MD 



Case Presentation – Dr Graff: An 82-year-old man with mCRPC and 
widespread bone metastases
An 82 yo man with metastatic castration-sensitive prostate cancer. He 
received androgen-deprivation therapy monotherapy, but then he developed 
a new liver metastatic tumor. He was switched to docetaxel chemotherapy x 
10 cycles + ADT. He complains of new hip pain and is found to have wide-
spread bone progression.

Which of the following is appropriate?
1. Radium-223
2. PSMA-Lu-177
3. Radium-223 + abiraterone-prednisone
4. Abiraterone-prednisone

Courtesy of Julie N Graff, MD 



A Conversation with the Investigators: 
Bladder Cancer 
Wednesday, July 21, 2021

5:00 PM – 6:00 PM ET

Petros Grivas, MD, PhD
Daniel P Petrylak, MD

Arlene Siefker-Radtke, MD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 2 to 3 business days.


