
Meet The Professor
Optimizing the Management of Metastatic

Castration-Resistant Prostate Cancer

Prof Karim Fizazi, MD, PhD
Head of Service and Full Professor

Institut Gustave Roussy
University of Paris Saclay

Villejuif, France



Commercial Support

This activity is supported by educational grants from AstraZeneca 
Pharmaceuticals LP, Exelixis Inc, Merck, Novartis Pharmaceuticals Corporation 
on behalf of Advanced Accelerator Applications, and Sanofi Genzyme.



Dr Love — Disclosures

Dr Love is president and CEO of Research To Practice. Research To Practice receives funds in the form of 
educational grants to develop CME activities from the following companies: AbbVie Inc, Adaptive 
Biotechnologies Corporation, ADC Therapeutics, Agios Pharmaceuticals Inc, Alexion Pharmaceuticals, 
Amgen Inc, Array BioPharma Inc, a subsidiary of Pfizer Inc, Astellas, AstraZeneca Pharmaceuticals LP, Aveo 
Pharmaceuticals, Bayer HealthCare Pharmaceuticals, BeiGene Ltd, BeyondSpring Pharmaceuticals Inc, 
Blueprint Medicines, Boehringer Ingelheim Pharmaceuticals Inc, Bristol-Myers Squibb Company, Celgene 
Corporation, Clovis Oncology, Coherus BioSciences, Daiichi Sankyo Inc, Eisai Inc, EMD Serono Inc, Epizyme
Inc, Exact Sciences Inc, Exelixis Inc, Five Prime Therapeutics Inc, Foundation Medicine, G1 Therapeutics 
Inc, Genentech, a member of the Roche Group, Genmab, Gilead Sciences Inc, GlaxoSmithKline, Grail Inc, 
Halozyme Inc, Helsinn Healthcare SA, ImmunoGen Inc, Incyte Corporation, Ipsen Biopharmaceuticals Inc, 
Janssen Biotech Inc, administered by Janssen Scientific Affairs LLC, Jazz Pharmaceuticals Inc, Karyopharm
Therapeutics, Kite, A Gilead Company, Lilly, Loxo Oncology Inc, a wholly owned subsidiary of Eli Lilly & 
Company, Merck, Mersana Therapeutics Inc, Natera Inc, Novartis, Novocure Inc, Oncopeptides, Pfizer Inc, 
Pharmacyclics LLC, an AbbVie Company, Puma Biotechnology Inc, Regeneron Pharmaceuticals Inc, Sanofi 
Genzyme, Seagen Inc, Servier Pharmaceuticals LLC, Sumitomo Dainippon Pharma Oncology Inc, Taiho 
Oncology Inc, Takeda Pharmaceuticals USA Inc, Tesaro, A GSK Company, TG Therapeutics Inc, Turning 
Point Therapeutics Inc, Verastem Inc and Zymeworks Inc.



Research To Practice CME Planning Committee Members, 
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice 
have no relevant conflicts of interest to disclose.



Prof Fizazi— Disclosures

Advisory Committee and 
Consulting Agreements Bayer HealthCare Pharmaceuticals, CureVac, Orion Corporation. 



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

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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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.
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A 65-year-old man with MSS prostate cancer metastatic to the bone 
and a germline BRCA2 mutation who is receiving 
abiraterone/dexamethasone for hormone-sensitive metastatic 
disease develops new high-volume symptomatic bone metastases. 
Which systemic treatment would you most likely recommend?

Olaparib

Olaparib Olaparib

Radium-223Olaparib

Olaparib



Meet The Professor with Prof Fizazi

Introduction

MODULE 1: Journal Club with Prof Fizazi (Part 1)

MODULE 2: Case Presentations and Second Opinion

MODULE 3: Faculty Survey

MODULE 4: Immune Checkpoint Inhibitors in mCRPC

MODULE 5: Journal Club with Prof Fizazi (Part 2)

MODULE 6: Appendix



Meet The Professor with Prof Fizazi

Introduction

MODULE 1: Journal Club with Prof Fizazi (Part 1)

MODULE 2: Case Presentations and Second Opinion

MODULE 3: Faculty Survey

MODULE 4: Immune Checkpoint Inhibitors in mCRPC

MODULE 5: Journal Club with Prof Fizazi (Part 2)

MODULE 6: Appendix



Introduction



Positive Results Announced for the PROpel Phase III Trial of 
Olaparib with Abiraterone as First-Line Treatment for mCRPC
Press Release: September 24, 2021

“Positive high-level results from the PROpel Phase III trial showed that olaparib in 
combination with abiraterone demonstrated a statistically significant and clinically 
meaningful improvement in radiographic progression-free survival (rPFS) versus standard-
of-care abiraterone as a 1st-line treatment for men with metastatic castration-resistant 
prostate cancer (mCRPC) with or without homologous recombination repair (HRR) gene 
mutations.

At a planned interim analysis, the Independent Data Monitoring Committee concluded 
that the trial met the primary endpoint of rPFS in men with mCRPC who had not received 
treatment in the 1st-line setting including with new hormonal agents or chemotherapy.

The data will be presented at an upcoming medical meeting.”

https://www.astrazeneca.com/media-centre/press-releases/2021/lynparza-propel-trial-meets-primary-endpoint.html



Meet The Professor with Prof Fizazi

Introduction

MODULE 1: Journal Club with Prof Fizazi (Part 1)

MODULE 2: Case Presentations and Second Opinion

MODULE 3: Faculty Survey

MODULE 4: Immune Checkpoint Inhibitors in mCRPC

MODULE 5: Journal Club with Prof Fizazi (Part 2)

MODULE 6: Appendix





Antibody-Drug Conjugates

Giraudet, AL et al. Ther Adv Med Oncol 2021;13:17588359211053898



PSMA-Targeted CAR T-Cell Therapy

Giraudet, AL et al. Ther Adv Med Oncol 2021;13:17588359211053898



PSMA-Directed Bispecific T-Cell Engager

Giraudet, AL et al. Ther Adv Med Oncol 2021;13:17588359211053898





Overview of Common Gene Mutations

Merseburger, AS et al. Eur Urol 2021;79(4):519-29.



Overview of Common Large-Scale Alterations

Merseburger, AS et al. Eur Urol 2021;79(4):519-29.



Journal Club with Prof Fizazi – Part 1 (Continued)

• Tukachinsky H et al. Genomic analysis of circulating tumor DNA in 3,334 patients with 
advanced prostate cancer identifies targetable BRCA alterations and AR resistance 
mechanisms. Clin Cancer Res 2021;27(11):3094-105.

• Petrylak DP et al. KEYNOTE-921: Phase III study of pembrolizumab plus docetaxel for 
metastatic castration-resistant prostate cancer. Future Oncol 2021;17(25):3291-9. 



Meet The Professor with Prof Fizazi

MODULE 2: Case Presentations and Second Opinion

• Dr Mar: A 68-year-old man with metastatic hormone-sensitive prostate cancer 

• Comments on the PEACE-1 Trial by Dr Sartor

• Dr Gosain: A 64-year-old man with mCRPC and a somatic BRCA2 mutation

• Second Opinion by Prof Chowdhury: A 67-year-old man with mCRPC and a germline BRCA2 mutation 
(Dr Lamar)

• Dr Sartor: A 75-year-old man with mCRPC and biallelic BRCA mutations

• Dr Sartor: A 65-year-old man with metastatic small cell prostate cancer

• Comments on the TheraP Trial by Dr Sartor



• Gleason 4 + 3 = 7 prostate cancer with PSA 9.5 ng/mL, s/p radical prostatectomy
• Post-operative PSA undetectable à 0.03 within 6 months à 0.05 à 0.08 ng/mL
• Restaging imaging: No evidence of metastatic disease

• Patient declined salvage RT and/or ADT
• PSA: 3.2 ng/mL within 18 months
• Restaging imaging: Two pulmonary nodules (largest, 1.4 cm), biopsy-proven prostate adenocarcinoma

Questions
• What treatment would you recommend?

• Would you recommend a second-generation antiandrogen, such as abiraterone, enzalutamide or 
apalutamide?

Case Presentation – Dr Mar: A 68-year-old man with 
metastatic hormone-sensitive prostate cancer

Dr Nataliya Mar



Comments on the PEACE-1 Trial

Dr A Oliver Sartor



N Engl J Med 2021;385:1091-103

ESMO 2021;Abstract LBA5



PEACE-1: Radiographic PFS (rPFS) by Metastatic Burden

Fizazi K et al. ESMO 2021;Abstract LBA5.



PEACE-1: Grade 3-5 Adverse Events 
(ADT + Docetaxel Safety Population)

Fizazi K et al. ESMO 2021;Abstract LBA5.



• Prostate cancer is one of the solid cancers that right out of the gate we try to 
subtype – Is it BRCA1 or BRCA2?

• Are they treated differently?

• What about ATM? PTEN?
• Will prostate cancer ever become a disease where precision medicine is the norm?

Dr Moon: 2 patients with prostate cancer who 
received a PARP inhibitor

Dr Helen Moon



Case Presentation – Dr Gosain: A 64-year-old man 
with mCRPC and a somatic BRCA2 mutation

• 2018: Undergoing monitoring for a biochemical recurrence 3 years s/p prostatectomy for 
Gleason 4 + 4 prostate cancer

• 2019: Leuprolide + abiraterone + prednisone initiated due to PSADT <10 months

• Repeated disease progression noted in the bone, lymph nodes and liver in response to 
treatment with enzalutamide, docetaxel and cabazitaxel

• NGS testing: Somatic BRCA2 mutation 
• Olaparib, with anemia à Dose reduced from 300 mg BID to 200 mg BID to 100 mg BID

Questions

• What is the responsiveness to PARP inhibitors in terms of germline versus somatic 
mutations? Are PARP inhibitors more responsive to certain mutations? 

• What is your approach to dose-reducing PARP inhibitors for patients experiencing anemia? 
Would you use an alternate schedule instead of dose-reducing?

Dr Rohit Gosain



• Sister died of ovarian cancer; patient and 4 offspring test positive for 
BRCA2 mutation

• 2005: Prostate cancer s/p prostatectomy, leuprolide/bicalutamide
• 2018: Abiraterone/prednisone
• 2019: Bone metastases
• Olaparib x 9 months à PSA increase

- Depression
- Severe fatigue addressed via dose adjustments

Second Opinion by Prof Chowdhury: 
A 67-year-old man with mCRPC and a 
germline BRCA2 mutation (Dr Lamar)

Dr Zanetta Lamar Prof Simon 
Chowdhury



• Hormone-sensitive metastatic prostate cancer
• Germline BRCA2 mutation and second-hit BRCA mutation (biallelic)
• ADT/abiraterone
• Develops high-volume, symptomatic bone metastases
• Olaparib, alternating between 300 mg BID and QD

Case Presentation – Dr Sartor: A 75-year-old man 
with mCRPC and biallelic BRCA mutations

Dr Oliver Sartor



• Presents with high-volume, de novo metastatic prostate cancer, PSA 650 ng/mL
• Somatic BRCA2 mutation
• ADT/abiraterone à Recurs with urinary issues
• Biopsy: Small cell recurrence in the neck of the bladder, PSA 0.5 ng/mL
• Carboplatin/VP-16 + atezolizumab

Case Presentation – Dr Sartor: A 65-year-old man 
with metastatic neuroendocrine prostate cancer

Dr Oliver Sartor



• Expected FDA approval of lutetium-177-PSMA-617 in 2022 

• Large magnitude of benefit in the Phase III VISION trial in mCRPC

• Is 6 cycles necessary, or is 3-4 cycles sufficient?

• PSMA expression in salivary and lacrimal glands and the possibility of 
177Lu-PSMA-617-associated xerostomia

VISION trial of 177Lu-PSMA-617 for mCRPC

Dr Oliver Sartor Prof Simon
Chowdhury



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

TARGETED TO PSMA

Morris MJ et al. ASCO 2021;Abstract LBA4.

177Lu-PSMA-617: Mechanism of Action



N Engl J Med 2021;385:1091-103



VISION: Imaging-Based Progression-Free Survival

Sartor O et al. N Engl J Med 2021;385:1091-103.



VISION: Overall Survival

Sartor O et al. N Engl J Med 2021;385:1091-103.



VISION: Time to First Symptomatic Skeletal Event

Sartor O et al. N Engl J Med 2021;385:1091-103.



VISION: Selected Adverse Events 

Sartor O et al. N Engl J Med 2021;385:1091-103.



177Lu-PSMA-617 (LuPSMA) versus Cabazitaxel in Metastatic 
Castration-Resistant Prostate Cancer (mCRPC) Progressing After 
Docetaxel: Updated Results Including Progression-Free Survival (PFS) 
and Patient-Reported Outcomes (PROs) (TheraP ANZUP 1603)1

1 Hofman MS et al. Genitourinary Cancers Symposium 2021;Abstract 6.
2 Hofman MS et al. Lancet 2021;397(10276):797-804.

2



TheraP ANZUP 1603: PSA Response and PFS

Hofman MS et al. Genitourinary Cancers Symposium 2021;Abstract 6; Hofman MS et al. Lancet 2021;397(10276):797-804.

PSA response Radiographic or PSA progression-free survival



TheraP ANZUP 1603: Adverse Events

Hofman MS et al. Genitourinary Cancers Symposium 2021;Abstract 6; Hofman MS et al. Lancet 2021;397(10276):797-804.



Comments on the TheraP Trial

Dr Oliver Sartor
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A 65-year-old man with BRCA wild-type, MSS prostate cancer 
metastatic to the bone who is receiving abiraterone/dexamethasone 
for hormone-sensitive metastatic disease develops new low-volume 
asymptomatic bone metastases. Which systemic treatment would 
you most likely recommend?

Docetaxel

Docetaxel Docetaxel

Sipuleucel-TDocetaxel

Sipuleucel-T



A 65-year-old man with MSS prostate cancer metastatic to the bone 
and a germline BRCA2 mutation who is receiving 
abiraterone/dexamethasone for hormone-sensitive metastatic 
disease develops new low-volume asymptomatic bone metastases. 
Which systemic treatment would you most likely recommend?

Olaparib

Olaparib Olaparib

OlaparibOlaparib

Sipuleucel-T followed by
olaparib or docetaxel at 

further progression 



A 65-year-old man with BRCA wild-type, MSS prostate cancer 
metastatic to the bone who is receiving abiraterone/dexamethasone 
for hormone-sensitive metastatic disease develops new high-volume 
symptomatic bone metastases. Which systemic treatment would you 
most likely recommend?

Docetaxel

Docetaxel Docetaxel

Radium-223Docetaxel

Docetaxel 



A 65-year-old man with MSS prostate cancer metastatic to the bone 
and a germline BRCA2 mutation who is receiving 
abiraterone/dexamethasone for hormone-sensitive metastatic 
disease develops new high-volume symptomatic bone metastases. 
Which systemic treatment would you most likely recommend?

Olaparib

Olaparib Olaparib

Radium-223Olaparib

Olaparib



Which of the following genomic evaluations do you generally 
order for patients with mCRPC and no specific family history 
of cancer?

Germline and 
somatic panel

Somatic panel Germline and 
somatic panel

BRCA germline and 
somatic

Germline and 
somatic panel

Germline and 
somatic panel



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

After 1 line of 
hormonal therapy

After 1 line of 
hormonal therapy

After 1 line of 
hormonal therapy

After 1 line of 
hormonal therapy

After 1 line of 
hormonal therapy

After at least 1 line of both 
hormonal therapy and 

chemotherapy 



For a patient with metastatic prostate cancer and a germline 
BRCA mutation to whom you would administer a PARP inhibitor, 
which treatment strategy would you likely use?

Olaparib monotherapy

Olaparib monotherapy Olaparib monotherapy

Olaparib monotherapyOlaparib or rucaparib 
monotherapy

Olaparib monotherapy



Regulatory and reimbursement issues aside, in which line of 
therapy would you administer 177Lu-PSMA-617 for patients with 
metastatic prostate cancer?

Third line

Third line First line and beyond

Third lineThird line

Third line or beyond
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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



Abstract LBA24



Cabozantinib Targets Pathways Associated with 
Tumor Immune Suppression

Agarwal N et al. ASCO 2020;Abstract 5564.



COSMIC-021: Best Change from Baseline in Sum of Target Lesions

Agarwal et al. ESMO 2021;Abstract LBA24. 



COSMIC-021: Best Change in PSA from Baseline

Agarwal et al. ESMO 2021;Abstract LBA24. 



COSMIC-021: Select Treatment-Related Adverse Events

Agarwal et al. ESMO 2021;Abstract LBA24. 



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



Abstract 577O



PSMA-Lutetium Radionuclide Therapy and ImmuNotherapy
for Prostate CancEr (PRINCE) Trial Schema

Sandhu S et al. ESMO 2021;Abstract 577O. 



PRINCE: PSA Response Rate (Primary Endpoint) 

Sandhu S et al. ESMO 2021;Abstract 577O. 



PRINCE: Treatment-Related Adverse Events

Sandhu S et al. ESMO 2021;Abstract 577O. 
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Journal Club with Prof Fizazi (Part 2)

• Sternberg CN et al. Efficacy and safety of cabazitaxel versus abiraterone or enzalutamide 
in older patients with metastatic castration-resistant prostate cancer in the CARD study.
Eur Urol 2021;80(4):497-506.

• Aldea M et al. Cabazitaxel activity in men with metastatic castration-resistant prostate 
cancer with and without DNA damage repair defects. Eur J Cancer 2021;159:87-97.

• Baciarello G et al. Patient preference between cabazitaxel and docetaxel for first-line 
chemotherapy in metastatic castration-resistant prostate cancer: The CABADOC trial. 
Eur Urol 2021;[Online ahead of print].

• Fizazi K et al. Radium-223 (Ra-223) versus novel antihormone therapy (NAH) for 
progressive metastatic castration-resistant prostate cancer (mCRPC) after 1 line of NAH: 
RADIANT, an international phase 4, randomized, open-label study. ASCO 2021;Abstract 
TPS5093.



Journal Club with Prof Fizazi (Part 2 Continued)

• Agarwal N et al. TALAPRO-2: A phase 3 randomized study of enzalutamide (ENZA) plus 
talazoparib (TALA) versus placebo in patients with new metastatic castration-
resistant prostate cancer (mCRPC). ASCO 2021;Abstract TPS5089.

• de Bono JS et al. Talazoparib monotherapy in metastatic castration-resistant prostate 
cancer with DNA repair alterations (TALAPRO-1): An open-label, phase 2 trial. Lancet
Oncol 2021;22(9):1250-64.

• Loehr A et al. Response to rucaparib in BRCA-mutant metastatic castration-resistant 
prostate cancer identified by genomic testing in the TRITON2 study. Clin Cancer Res 
2021;27(24):6677-86.
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ODENZA: A Phase II Crossover Trial Evaluating Preference 
Between Darolutamide and Enzalutamide in Men with 

Asymptomatic or Mildly Symptomatic mCRPC

Colomba E et al. ASCO 2021;Abstract 5046.

Main reasons for patient preference between treatments

10 15 20

Enzalutadime
Darolutamide
No preference between treatments

Less tired

Easier to concentrate

Fell down less often

Could do more things

Better quality of life

Medicine easier to take

Another advantage of the treatment

A side effect of the non-chosen treatment

Non-concerned

0 5



CARD: Imaging-Based PFS and OS with Cabazitaxel versus 
Abiraterone or Enzalutamide for mCRPC

de Wit R. et al. NEJM 2019;381:2506-18.



de Wit R et al. NEJM 2019;381:2506-18.

CARD: Select Adverse Events



ESMO Open 2021;[Online ahead of print].



de Wit R et al. ESMO Open 2021;[Online ahead of print].

CARD: rPFS by Baseline Neutrophil-to-Lymphocyte Ratio (NLR)



CARD: OS by Baseline NLR

de Wit R et al. ESMO Open 2021;[Online ahead of print].



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)



First Results from a Randomized Phase II Study 
of Cabazitaxel (CBZ) versus an Androgen 
Receptor Targeted Agent (ARTA) in Patients 
with Poor-Prognosis Castration-Resistant 
Prostate Cancer (mCRPC)

van der Zande K et al.
ASCO 2021;Abstract 5059.



The Dutch Trial (Phase II OSTRICh Trial)

van der Zande K et al. ASCO 2021;Abstract 5059.



Inherited DNA Repair Gene Mutations in Men with Metastatic 
Prostate Cancer

Courtesy of Matthew Smith, MD, PhD.

• Multicenter study of 692 men

• Deleterious mutations were found 
in 82 men (11.8%) in 16 genes

• Observed rate exceeded that 
associated with localized prostate 
cancer (4.6%) and general 
population without cancer (2.7%)



Recent FDA Approvals of PARP Inhibitors for mCRPC

PARP inhibitor Approval date Pivotal study

Olaparib May 19, 2020 PROfound

Rucaparib May 15, 2020 TRITON2

https://www.fda.gov/drugs/resources-information-approved-drugs/



N Engl J Med 2020;382:2091-102



PROfound Primary Endpoint: Imaging-Based PFS with Olaparib 
for Patients with mCRPC Who Had at Least 1 Alteration in 
BRCA1, BRCA2 or ATM (Cohort A)

de Bono J et al; PROfound investigators. N Engl J Med 2020;382(22):2091-102.

Olaparib
(n = 162)

Control
(n = 83) HR p-value

Median iPFS 7.4 mo 3.6 mo 0.34 <0.001



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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PSA Evaluable patients, n
Confirmed response, % 
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CTC Evaluable patients, n
Conversion, %
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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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Olaparib Antitumor Activity in PROfound 

Be
st

 p
er

ce
nt

ag
e 

ch
an

ge
 in

 ta
rg

et
 le

si
on

s

BRCA1
BRCA2

BRCA2
BRCA1

0

50

100

-50

-100

0

50

100

-50

-100

CDK12

0

50

100

-50

-100

0

50

100

-50

-100

(n=11)

de Bono et al. NEJM 2020



N Engl J Med 2020;383(24):2345-57.



PROfound: OS with Olaparib in Patients with mCRPC Who Had at 
Least 1 Alteration in BRCA1, BRCA2 or ATM (Cohort A)

Hussain M et al; PROfound investigators. N Engl J Med 2020;383(24):2345-57.

Overall survival Cross-over adjusted overall survival



J Clin Oncol 2020;38(22):3763-72.



TRITON2: Response to Rucaparib in Patients with mCRPC
Harboring a BRCA1 or BRCA2 Gene Alteration

Abida W et al. TRITON2 investigators. J Clin Oncol 2020;38(32):3763-72. 

ORR per independent radiology review: 43.5% Confirmed PSA response rate: 54.8%



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

de Bono JS et al. Lancet Oncol 2021;22(9):1250-64.



ESMO 2021;Abstract LBA4_PR.



Metastasis-Free Survival with the Addition of Abiraterone 
Acetate and Prednisolone with or without Enzalutamide to ADT 

for High-Risk M0 Prostate Cancer

Attard G et al. ESMO 2021;Abstract LBA4_PR.



Overall Survival with the Addition of Abiraterone Acetate 
and Prednisolone with or without Enzalutamide to ADT for 

High-Risk M0 Prostate Cancer

Attard G et al. ESMO 2021;Abstract LBA4_PR.



Year in Review: Clinical Investigator 
Perspectives on the Most Relevant 

New Data Sets and Advances in Oncology
Breast Cancer

Thursday, January 6, 2022
5:00 PM – 6:00 PM ET

Harold J Burstein, MD, PhD
Professor Peter Schmid, FRCP, MD, PhD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed 
to each participant within 5 business days.


