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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

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.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll





BCMA-Directed Therapy in Multiple Myeloma —
Expert Opinions and Patient Perspectives
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Neil Love, MD
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Consensus or Controversy? 
Documenting and Discussing Clinical Investigators’ 
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Neil Love, MD
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Meet The Professor
Optimizing the Management of 

Multiple Myeloma
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HER2-Positive Breast Cancer
Wednesday, December 7, 2022

7:15 PM – 9:15 PM CT

ER-Positive Breast Cancer
Thursday, December 8, 2022

7:15 PM – 9:15 PM CT

What Clinicians Want to Know: Addressing Current Questions 
and Controversies in the Management of Breast Cancer

Moderator
Neil Love, MD

A 2-Part CME Satellite Symposium Series Held in Conjunction 
with the 2022 San Antonio Breast Cancer Symposium®



Chronic Lymphocytic Leukemia 
Friday, December 9, 2022
11:30 AM – 1:30 PM CT

Hodgkin and Non-Hodgkin 
Lymphoma

Friday, December 9, 2022
3:15 PM – 5:15 PM CT

Addressing Current Questions and Controversies 
in the Management of Hematologic Cancers —

What Clinicians Want to Know

Moderator: Neil Love, MD

Multiple Myeloma 
Friday, December 9, 2022

7:00 PM – 9:00 PM CT

A 3-Part CME Friday Satellite Symposium and Virtual Event Series 
Preceding the 64th ASH Annual Meeting



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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Meet The Professor with Dr Smith

Introduction: Abemaciclib for Prostate Cancer?

MODULE 1: Rounds

MODULE 2: Ongoing Trials; Reported Data; Review Articles



CYCLONE 3: A Phase III, Randomized, Double-Blind, 
Placebo-Controlled Study of Abemaciclib in 
Combination with Abiraterone plus Prednisone in 
Men with High-Risk Metastatic Hormone-Sensitive 
Prostate Cancer (mHSPC)

McKay RR et al.
ESMO 2022;Abstract 1423TiP.



CYCLONE 2: A Phase 2/3, Randomized, Placebo-
Controlled Study of Abiraterone Acetate plus 
Prednisone with or without Abemaciclib in Patients 
with Metastatic Castration-Resistant Prostate Cancer 

Smith MR et al. 
Genitourinary Cancers Symposium 2022;Abstract TPS198.



Meet The Professor with Dr Smith
Introduction: Abemaciclib for Prostate Cancer?

MODULE 1: Rounds
• Dr Dallas: 70-year-old man, PSA 150, Gleason 4 + 4, upper abdominal adenopathy

• Dr Morris: 68-year-old man, Gleason 4 + 4, PSA 147, CT negative

• Dr Kaur: 67-year-old man, CAD, Gleason 4 + 4; 2013 EBRT; increasing PSA now 3.8, 6-month doubling time
• Dr Malik: 66-year-old man, s/p EBRT à ADT, now with M0 progression but patient refuses to continue ADT

• Dr Kumar: 53-year-old man, s/p radical prostatectomy and salvage radiation therapy with a slowly rising PSA 
now 1.31; PSMA PET scan denied by insurance, now appealed

• Dr Apuri: 77-year-old man, Gleason 5 + 4, PSA 23; EBRT à ADT; cryoablation; enzalutamide à response, 
now PSA increasing; 18F-fluciclovine PET — subtle focus of uptake in left prostate 

MODULE 2: Ongoing Trials; Reported Data; Review Articles



Case Presentation: 70-year-old man, PSA 150, Gleason 4 + 4,  
upper abdominal adenopathy

Dr Jennifer Dallas (Charlotte, North Carolina)



Discussion Questions

Which systemic therapy would you typically use for a 65-year-old 
patient presenting de novo with Gleason 8 prostate cancer and 
3 asymptomatic bone metastases? 

Which systemic therapy would you typically use for an 80-year-old 
patient presenting de novo with Gleason 8 prostate cancer and 
3 asymptomatic bone metastases? 

Which systemic therapy would you typically use for a 65-year-old 
patient presenting de novo with Gleason 8 prostate cancer and 
multiple bone and liver metastases? 



2022;Abstract 13.



ARASENS: Randomized Phase III Trial of Darolutamide vs Placebo 
in mHSPC

ARASENS Study Design

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

Smith MR et al. ASCO Genitourinary Cancers Symposium 2022;Abstract 13. 



N Engl J Med 2022;386(12):1132-42. 



Abstract 1360MO



ARASENS: Overall Survival and Prostate Cancer-Related Deaths

Fizazi K et al. ESMO 2022;Abstract 1360MO.



ARASENS: Adverse Events (AEs) of Interest Commonly 
Associated with Androgen Receptor (AR) Inhibitors

Fizazi K et al. ESMO 2022;Abstract 1360MO.



ARASENS: AEs of Interest Commonly Associated 
with AR Inhibitors (Continued)

Fizazi K et al. ESMO 2022;Abstract 1360MO.



Haresh KP et al. Genitourinary Cancers Symposium 2022;Abstract TPS200.



ARANOTE Phase III Study Design

Haresh KP et al. Genitourinary Cancers Symposium 2022;Abstract TPS200.



Case Presentation: 68-year-old man, Gleason 4 + 4, PSA 147, 
CT negative

Dr David Morris (Nashville, Tennessee) 



Dr Gurveen Kaur (Wheeling, West Virginia)

Case Presentation: 67-year-old man, CAD, Gleason 4 + 4; 
2013 EBRT; increasing PSA now 3.8, 6-month doubling time



Case Presentation: 66-year-old man, s/p EBRT à ADT, now
with M0 progression but patient refuses to continue ADT

Dr Henna Malik (Houston, Texas)



Case Presentation: 53-year-old man, s/p radical prostatectomy 
and salvage radiation therapy with a slowly rising PSA now 
1.31; PSMA PET scan denied by insurance, now appealed

Dr KS Kumar (Trinity, Florida)



Case Presentation: 77-year-old man, Gleason 5 + 4, PSA 23;
EBRT à ADT; cryoablation; enzalutamide à response, now 
PSA increasing; 18F-fluciclovine PET — subtle focus of uptake 
in left prostate 

Dr Susmitha Apuri (Lutz, Florida)



Discussion Question
Regulatory and reimbursement issues aside, which of the following therapies 
would you most likely recommend for a 65-year-old man with mHSPC who 
experiences disease progression after receiving an LHRH agonist with 
abiraterone and docetaxel ?

177Lu-PSMA-617 
177Lu-PSMA-617 and antiandrogen
Radium-223
Radium-223 and antiandrogen
Cabazitaxel
Apalutamide
Darolutamide
Enzalutamide
Other 



Discussion Question
A 65-year-old man receiving ADT for M0 recurrence presents with metastases 
to bone and lungs. A germline BRCA2 mutation is detected. Regulatory and 
reimbursement issues aside, what is your likely strategy in addition to 
continuing ADT? 

Abiraterone/prednisone
Abiraterone/prednisone + PARP inhibitor (PARPi)
Enzalutamide
Enzalutamide + PARPi
Apalutamide 
Apalutamide + PARPi
Darolutamide
Darolutamide + PARPi
PARPi alone
Other



Discussion Question
A 65-year-old man receiving ADT for M0 recurrence with no HRR mutations 
presents with metastases to bone and lungs. Regulatory and reimbursement 
issues aside, what is your likely strategy in addition to continuing ADT? 

Abiraterone/prednisone
Abiraterone/prednisone + PARPi
Enzalutamide
Enzalutamide + PARPi
Apalutamide 
Apalutamide + PARPi
Darolutamide
Darolutamide + PARPi
PARPi alone
Other



Meet The Professor with Dr Smith

Introduction: Abemaciclib for Prostate Cancer?

MODULE 1: Rounds

MODULE 2: Ongoing Trials; Reported Data; Review Articles



Hormonal Treatment for Nonmetastatic 
Prostate Cancer



Hematol Oncol 2021;19(10):627-30. 



Smith MR. Clin Adv Hematol Oncol 2021;19(10):627-30.

Cox Regression Analysis of Time to Deterioration in FACT-P PCS 
Scores in an Analysis of the Phase III ARAMIS Trial



Cox Regression Analysis of Time to Deterioration in EORTC QLQ-
PR25 Subscale Scores in an Analysis of the Phase III ARAMIS Trial

Smith MR. Clin Adv Hematol Oncol 2021;19(10):627-30.



Eur Urol 2022 September 8;[Online ahead of print].



Efficacy and Safety Outcomes of Darolutamide in 
Patients with Nonmetastatic Castration-Resistant 
Prostate Cancer with Comorbidities and Concomitant 
Medications from ARAMIS

Fizazi K et al.
Genitourinary Cancers Symposium 2022;Abstract 256.



Abstract LBA9



RADICALS-HD Phase III Trial: Recruitment and Randomization

Parker CC et al. ESMO 2022;Abstract LBA9.

• RADICALS-HD is part of the RADICALS protocol and was designed to assess the use and duration of ADT 
with postoperative radiation therapy (RT) for prostate cancer

• Key eligibility criteria were indication for RT after previous radical prostatectomy and no previous post-
operative ADT

STHT = 6 months ADT
HTHT = 24 months ADT



RADICALS-HD Metastasis-Free Survival: None versus Short ADT

Parker CC et al. ESMO 2022;Abstract LBA9.



RADICALS-HD Metastasis-Free Survival: Short versus Long ADT

Parker CC et al. ESMO 2022;Abstract LBA9.



RADICALS-HD: Adverse Events

Parker CC et al. ESMO 2022;Abstract LBA9.



Randomized Trials Assessing the Addition of Short-Term ADT 
to Postoperative RT

Gillessen S et al. ESMO 2022;Discussant LBA9.



Addition of Long-Term Hormonal Therapy to Postoperative RT

Gillessen S et al. ESMO 2022;Discussant LBA9.



Gillessen S et al. ESMO 2022;Discussant LBA9.



Oral Relugolix for Androgen Deprivation Therapy in 
Advanced Prostate Cancer: Detailed Safety Analysis 
from the Randomized Phase 3 HERO Study

Mehlhaff B et al.
AUA 2022;Abstract MP27-16.



HERO: Onset and Duration of Adverse Events (AEs) with 
Relugolix for Advanced Prostate Cancer

Mehlhaff B et al. AUA 2022;Abstract MP27-16.



HERO: MACE by Week During the Study

Mehlhaff B et al. AUA 2022;Abstract MP27-16.

MACE



:2187-96.



HERO: Randomized Phase III Study Evaluating Relugolix versus
Leuprolide for Advanced Prostate Cancer

Saad F et al. Ther Adv Med Oncol 2021;13:1-12.



HERO Study: Oral Relugolix versus Leuprolide Acetate 
for Androgen-Deprivation Therapy

Shore ND et al. N Engl J Med 2020;382(23):2187-96.



HERO Study: Cumulative Incidence of Major Adverse 
Cardiovascular Events (MACE)

Shore ND et al. N Engl J Med 2020;382(23):2187-96.



Lancet Oncol 2022;23(2):304-16.



Metastasis-Free and Overall Survival Curves for Androgen 
Deprivation Therapy (ADT) Use

Kishan AU et al. Lancet Oncol 2022;23(2):304-16.



Metastasis-Free and Overall Survival Curves for Adjuvant ADT 
Prolongation

Kishan AU et al. Lancet Oncol 2022;23(2):304-16.



Lancet 2022;399(10323):447-60.



STAMPEDE Platform Protocol Meta-Analysis: Metastasis-Free Survival

HR (95% CI)

Abiraterone + prednisone 0.54 (0.43-0.68)

Abiraterone + prednisone 
+ enzalutamide

0.53 (0.39-0.71)

Overall 0.53 (0.44-0.64)

Attard G et al. Lancet 2022;399(10323):447-60.



STAMPEDE Platform Protocol Meta-Analysis: Progression-Free Survival

Attard G et al. Lancet 2022;399(10323):447-60.



STAMPEDE Platform Protocol Meta-Analysis: Overall Survival

HR (95% CI)

Abiraterone + prednisone 0.63 (0.48-0.82)

Abiraterone + prednisone 
+ enzalutamide

0.54 (0.39-0.76)

Overall 0.60 (0.48-0.73)

Attard G et al. Lancet 2022;399(10323):447-60.



STAMPEDE Platform Protocol Meta-Analysis: Select Adverse Events

Attard G et al. Lancet 2022;399(10323):447-60.



Select Ongoing Phase III Trials Evaluating Secondary 
Hormonal Therapy for High-Risk Localized or Locally 
Advanced Prostate Cancer After Surgery

Trial identifier N Study arms
Estimated primary 
completion date

DASL-HiCaP
(NCT04136353) 1,100

• Darolutamide + androgen deprivation therapy (ADT) + 
external beam radiation therapy (EBRT)

• Placebo + ADT + EBRT
January 2028

ERADICATE 
(NCT04484818) 810

For patients with high risk score by genomic testing
• Darolutamide + ADT
• Placebo + ADT

May 2028

EMBARK
(NCT02319837 ) 1,068

• Enzalutamide
• Enzalutamide + ADT
• Placebo + ADT

December 2022

NCT03009981 504
• ADT
• Apalutamide + ADT
• Apalutamide + abiraterone acetate/prednisone + ADT

January 2024

PRIMORDIUM
(NCT04557059) 412

PSMA-PET positive patients
• Apalutamide + ADT + radiation therapy (RT)
• Placebo + ADT + RT

January 2028

www.clinicaltrials.gov. Accessed September 2022.



FDA Approvals of Next-Generation Antiandrogens for 
Nonmetastatic Castration-Resistant Prostate Cancer (CRPC)

Agent Approval date Pivotal study

Darolutamide July 30, 2019 ARAMIS

Enzalutamide July 12, 2018 PROSPER

Apalutamide February 14, 2018 SPARTAN

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



Primary Endpoint: Metastasis-Free Survival (MFS)
in Nonmetastatic CRPC 

1. Smith MR et al. NEJM 2018;378(15):1408-18. 2. Hussain M et al. NEJM 2018;378(26):2465-74. 3. Fizazi K et al. NEJM
2019;380(13):1235-46.

• 72% reduction in distant progression or death
• Median MFS: APA 40.5 vs placebo (PBO) 16.2 months
• 24-month MFS benefit

SPARTAN1

apalutamide
(APA)

• 71% reduction in distant progression or death 
• Median MFS: ENZA 36.6 vs PBO 14.7 months
• 22-month MFS benefit

PROSPER2

enzalutamide
(ENZA)

ARAMIS3

darolutamide
(DARO)

• 59% reduction in distant progression or death 
• Median MFS: DARO 40.4 vs PBO 18.4 months
• 22-month MFS benefit
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• 27% reduction in risk of death
• Median follow-up of 48 months  
• Median OS was significantly longer for enzalutamide

vs placebo
− 67.0 months vs 56.3 months
− HR = 0.73 (95% CI 0.61-0.89); p = 0.001

Enzalutamide
(N = 933)

Placebo
(N = 478)

Median, mo
(95% CI)

67.0
(64.0-NR)

56.3
(54.5-63.0)

HR (95% CI) 0.73 (0.61-0.89)
P .001

Enzalutamine
Placebo
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• 22% reduction in risk of death
• Median follow-up of 52.0 months
• Median OS was significantly longer for apalutamide 

vs placebo 
− 73.9 months vs 59.9 months
− HR = 0.78 (95% CI 0.64-0.96); p = 0.016

APA 
median, 73.9 mo

PBO
median, 59.9 mo

HR, 0.78 (95% CI, 0.64-0.96)
P = .0161
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• 31% reduction in risk of death
• Median follow-up of 29.0 months
• Median OS was significantly longer for darolutamide

vs placebo
− HR = 0.69 (95% CI, 0.53-0.88); p = 0.003

Placebo

Darolutamide

SPARTAN11

apalutamide

PROSPER2

enzalutamide

ARAMIS3

darolutamide

Secondary Endpoint: Overall Survival (OS) in Nonmetastatic CRPC 

1. Smith MR et al. Eur Urol 2020;79(1):150-8. 2. Sternberg CN et al. NEJM 2020;382(23):2197-206. 3. Fizazi K et al. NEJM 2020;383(11):1040-9.



Comparison of Toxicities: Darolutamide, Enzalutamide, 
Apalutamide for Nonmetastatic CRPC 

Sternberg CN et al; PROSPER Investigators. N Engl J Med 2020;382(23):2197-206.
Fizazi K et al; ARAMIS Investigators. N Engl J Med 2020;383(11):1040-9.
Small EJ et al; SPARTAN Investigators. ASCO 2020;Abstract 5516.

Toxicity

ARAMIS PROSPER SPARTAN

Darolutamide Placebo Enzalutamide Placebo Apalutamide Placebo

Fatigue/asthenia 16% 11% 33% 14% 30% 21%

Falling 4% 5% 11% 4% 16% 9%

Dizziness 5% 4% 10% 4% 9% 6%

Mental impairment 1% 2% 5% 2% 5% 3%



Optimal Use of Secondary Hormonal Therapy 
for Patients with Metastatic Hormone-Sensitive 

Prostate Cancer (mHSPC)



FDA Approves Darolutamide for Metastatic Hormone-Sensitive 
Prostate Cancer
Press Release: August 5, 2022
“The FDA approved darolutamide in combination with docetaxel chemotherapy for patients with 
metastatic hormone-sensitive prostate cancer (mHSPC). 

The approval is based on the results of a large Phase 3 clinical trial called ARASENS. This trial 
compared outcomes among 1300 patients who received docetaxel + standard ADT + darolutamide 
vs. patients who received docetaxel + standard ADT + placebo. 86% of the patients were newly 
diagnosed with prostate cancer that had metastasized to the bones or other organs.

Patients treated with the addition of darolutamide were 32% less likely to die during the study 
follow-up period compared to patients treated with docetaxel + ADT alone. These patients also 
had improved time to castration resistance (when the PSA increases and disease worsens, despite 
hormone therapy), time to pain progression, time to symptomatic skeletal related events (i.e., 
bone fractures, needing radiation to the bones, etc.), and time to next cancer therapy. Importantly, 
these improved outcomes of triplet therapy intensification were associated with only a modest 
increase in adverse events.”

https://www.pcf.org/c/breaking-news-fda-approves-darolutamide-for-metastatic-hormone-sensitive-prostate-cancer/



Association of Prostate-Specific Antigen (PSA) 
Response and Overall Survival (OS) in Patients 
with Metastatic Hormone-Sensitive Prostate 
Cancer (mHSPC) from the Phase 3 ARASENS Trial

Saad F et al.
ASCO 2022;Abstract 5078.



Saad F et al. ASCO 2022;Abstract 5078.

Undetectable PSA (<0.2 ng/mL) Achieved in More than Twice the 
Number of Patients Receiving Darolutamide versus Placebo



Overall Survival (OS) Improved for Patients Who Achieved 
Undetectable PSA

Months Months

Darolutamide + ADT + Docetaxel

OS: PSA at 24 weeks OS: PSA at 36 weeks

Saad F et al. ASCO 2022;Abstract 5078.



Time to PSA Progression

Saad F et al. ASCO 2022;Abstract 5078.



Future Oncol 2022;18(21):2585-97.



How Is Darolutamide Designed to Work?

Smith MR et al. Future Oncol 2022;18(21):2585-97.



Smith MR et al. Future Oncol 2022;18(21):2585-97.



Smith MR et al. Future Oncol 2022;18(21):2585-97.



Smith MR et al. Future Oncol 2022;18(21):2585-97.



Smith MR et al. Future Oncol 2022;18(21):2585-97.



Intermediate Clinical Endpoints (ICE) as Potential 
Surrogates for Overall Survival (OS) in Men with 
Metastatic Hormone-Sensitive Prostate Cancer 
(mHSPC)

Halabi S et al.
ESMO 2022;Abstract 1375P.



N Engl J Med 2022 Mar 24;386(12):1132-42.

2022;Abstract 13.



ARASENS: Overall Survival (Primary Endpoint)

Smith MR et al. N Engl J Med 2022;386(12):1132-42.



ARASENS: Progression-Free Survival

Smith MR et al. N Engl J Med 2022;386(12):1132-42.



Smith MR et al. Genitourinary Cancers Symposium 2022;Abstract 13. 

ARASENS: Adverse Events



2022;386(24):2345.



ARANOTE Phase III Study Design

Primary Endpoint: 
rPFS by central review

Haresh KP et al. ASCO 2022;Abstract TPS200.



ARANOTE Phase III Study: Inclusion and Exclusion Criteria

Haresh KP et al. ASCO 2022;Abstract TPS200.



Prostate Cancer Prostatic Dis 2022 October 8;[Online ahead of print].



Pollock YY et al. Prostate Cancer Prostatic Dis 2022 October 8;[Online ahead of print].

Fall Risk Screening Diagram



Final Overall Survival (OS) Analyses: 
Enzalutamide, Abiraterone and Apalutamide for mHSPC

1. Armstrong AJ et al. J Clin Oncol 2022 May 20;40(15):1616-22. 2. Fizazi K et al. Lancet Oncol 2019;20(5):686-700;. 3. Chi KN et al. 
J Clin Oncol 2021;39(20):2294-303.

TITAN3

apalutatmide + 
ADT

LATITUDE2

abiraterone + 
ADT

• 34% reduction in risk of death
• Median follow-up of 51.8 months
• Median OS was significantly longer for 

abiraterone + ADT vs placebo + ADT 
− 53.3 months vs 36.5 months
− HR = 0.66; p < 0.0001

ARCHES1

enzalutamide + 
androgen deprivation 

therapy (ADT)

• 34% reduction in risk of death
• Median follow-up of 44.6 months
• Median OS was significantly longer for 

enzalutamide + ADT vs placebo + ADT
− 40.2 months vs 13.8 months
− HR = 0.66; p < 0.001

• 35% reduction in risk of death
• Median follow-up of 44.0 months
• Median OS was significantly longer for apalutamide 

+ ADT vs placebo + ADT 
− Not reached vs 52.2 months
− HR = 0.65; p < 0.0001



Lancet 2022 April 30;399(10336):1695-707.



PEACE-1: Radiographic Progression-Free Survival (rPFS)

Fizazi K et al. Lancet 2022;399(10336):1695-707.

ADT = androgen deprivation therapy



PEACE-1: Grade 3 to 5 Adverse Events 
(ADT with Docetaxel in the Safety Population)

Fizazi K et al. ESMO 2021;Abstract LBA5.



Current and Future Application
of Hormonal Therapy for Metastatic CRPC (mCRPC)





SAKK 08/16: Baseline Characteristics

Cathomas R et al. ESMO 2021;Abstract LBA26.



SAKK 08/16 Phase II Study Design 

Initiation of trial treatment within 2-8 weeks after last taxane dose

Cathomas R et al. ESMO 2021;Abstract LBA26.



SAKK 08/16: Primary and Secondary rPFS Endpoints 

Cathomas R et al. ESMO 2021;Abstract LBA26.



SAKK 08/16: EFS and OS 

Cathomas R et al. ESMO 2021;Abstract LBA26.



SAKK 08/16: PSA Response

Cathomas R et al. ESMO 2021;Abstract LBA26.



SAKK 08/16: Treatment-Related Adverse Events

Cathomas R et al. ESMO 2021;Abstract LBA26.



SAKK 08/16: Conclusions

Cathomas R et al. ESMO 2021;Abstract LBA26.





PRESIDE Phase IIIb Study Design 

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



PRESIDE Primary Endpoint: Radiographic Progression-Free Survival

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



PRESIDE: PFS Subgroup Analyses 

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



PRESIDE Secondary Endpoint: Time to PSA Progression 

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



PRESIDE Secondary Endpoint: PSA Change from Baseline to Week 13

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



PRESIDE Secondary Endpoint: Objective Response Rate (ORR)

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



PRESIDE: Safety and Treatment Duration

Merseburger AS et al. Genitourinary Cancers Symposium 2022;Abstract 15.



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/



TRITON3 Meets Primary Endpoint for Patients with mCRPC with BRCA 
or ATM Mutations
Press Release: October 3, 2022

“[The manufacturer] today announced positive top-line data from the Phase 3, 
open-label, multicenter, randomized TRITON3 trial demonstrating that rucaparib 
monotherapy treatment achieved the primary endpoint of significantly improved 
radiographic progression-free survival (rPFS) by independent radiology review 
(IRR) compared with the control group, which consisted of physician’s choice of 
docetaxel, abiraterone acetate, or enzalutamide. 

Benefit was observed in both primary efficacy analyses of patients with 
chemotherapy-naïve metastatic castration-resistant prostate cancer (mCRPC): 
first, those who had mutations in BRCA, as well as all patients randomized in the 
trial, inclusive of mutations in BRCA or ATM (the overall intent-to-treat population 
(ITT)). The safety profile of rucaparib observed in the TRITON3 study was 
consistent with rucaparib labelling.”

https://www.businesswire.com/news/home/20221003005303/en



TRITON3: Phase III Study of Rucaparib versus Physician's Choice of 
Therapy for Patients with mCRPC and Homologous Recombination 
Gene Deficiency 

Trial Identifier: NCT02975934 (Closed)

R

mCRPC
PD after 1 prior next-generation, AR 
signaling-directed therapy (abiraterone, 
enzalutamide or an investigational agent)

ECOF PS 1 or 0

No prior PARP inhibitor therapy

No prior chemotherapy for mCRPC

Rucaparib

Physician’s choice of 
docetaxel/prednisone, 

abiraterone acetate/prednisone 
or enzalutamide*

Primary endpoint: Radiographic PFS by independent radiology review
Key secondary endpoints include objective response rate and DoR by modified RECIST, OS and 
clinical benefit rate

Ryan CJ et al. Genitourinary Cancers Symposium 2018;Abstract TPS389; www.clinicaltrials.gov. NCT02975934. Accessed October 2022.

2:1

* Optional crossover



Phase III TALAPRO-2 Trial Meets Primary Endpoint for Patients with 
mCRPC with or without HRR Gene Mutations
Press Release: October 4, 2022 

“[The manufacturer] today announced positive topline results from the Phase 3 TALAPRO-2 study of 
talazoparib, an oral poly ADP-ribose polymerase (PARP) inhibitor, in combination with enzalutamide 
compared to placebo plus enzalutamide in men with metastatic castration-resistant prostate cancer 
(mCRPC), with or without homologous recombination repair (HRR) gene mutations. The study met 
its primary endpoint with a statistically significant and clinically meaningful improvement in 
radiographic progression-free survival (rPFS) compared with placebo plus enzalutamide. The results 
of the primary endpoint exceeded the pre-specified hazard ratio of 0.696.

Results showed a trend toward improved overall survival, a key secondary endpoint, at the time of 
the analysis, but these data are not yet mature. Benefits were also observed in other secondary 
endpoints, including investigator assessed rPFS, prostate specific antigen (PSA) response, time to 
PSA progression, and overall response rate. Other secondary endpoints are being analyzed. At the 
time of topline analysis, the safety of talazoparib plus enzalutamide were generally consistent with 
the known safety profile of each medicine.”

https://www.pfizer.com/news/press-release/press-release-detail/pfizer-announces-positive-topline-results-phase-3-talapro-2



TALAPRO-2: Phase III Trial of Talazoparib/Enzalutamide vs 
Placebo/Enzalutamide for 1L mHRPC± DNA Damage Repair Mutations

Agarwal N et al. Future Oncol 2022;18:425.





PROpel: Study Design

Saad F et al. Genitourinary Cancers Symposium 2022;Abstract 11. 



PROpel Primary Endpoint: Imaging-Based Progression-Free Survival 
by Investigator Assessment 

Clarke NW et al. NEJM Evidence 2022;1(9).



PROpel Key Secondary Endpoint: Overall Survival by Investigator 
Assessment 

Clarke NW et al. NEJM Evidence 2022;1(9).



PROpel: Progression-Free Survival for Patients in the HRR 
Gene Mutation Subgroup

Clarke NW et al. NEJM Evidence 2022;1(9).



PROpel: Progression-Free Survival for Patients in the Non-HRR
Gene Mutation Subgroup

Clarke NW et al. NEJM Evidence 2022;1(9).



PROpel: Safety Summary

Clarke NW et al. NEJM Evidence 2022;1(9).



PROpel: Treatment-Emergent Adverse Events

Clarke NW et al. NEJM Evidence 2022;1(9).



Abstract 12



MAGNITUDE Phase III Study Design
Prospectively selected biomarker cohorts designed to test HRR BM+ and HRR BM-

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.

BM = biomarker



MAGNITUDE BRCA1/2 Mutation Primary Endpoint: Radiographic
PFS by Central Review (Median Follow-Up 16.7 Mo) 

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE All HRR Biomarker-Positive Primary Endpoint: 
rPFS by Central Review

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE Secondary Endpoint: Time to Cytotoxic 
Chemotherapy Across Gene Alterations

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE Secondary Endpoint: Time to Symptomatic 
Progression Across Gene Alterations

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE All HRR Biomarker-Positive: Overall Survival
First Interim Analysis (Median Follow-Up 18.6 Mo)

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE: Overall Response Rates Across Gene Alterations

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE HRR Biomarker-Positive: Summary of 
Treatment-Emergent Adverse Events (TEAEs)

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



MAGNITUDE HRR Biomarker-Positive: 
Treatment-Emergent Adverse Events

Chi KN et al. Genitourinary Cancers Symposium 2022;Abstract 12.



TALAPRO-2 Phase III Study Design

Agarwal N et al. ASCO 2022;Abstract TPS5598.



Alliance A031902 (CASPAR) Phase III Study Design

Rao A et al. ASCO 2022;Abstract TPS5107.

Eligibility
• Biopsy-proven 

prostate cancer
• Progressive (PSA, 

clinical or 
radiographic) 
disease

• No prior treatment 
for mCRPC

• Prior docetaxel, 
abiraterone, 
darolutamide, or 
apalutamide in non-
mCRPC allowed



TALAPRO-3 Phase III Study Design

Primary endpoint: rPFS by investigator assessment
Secondary endpoints: OS, objective response in measurable soft tissue disease, duration of 
soft tissue response, time to first symptomatic skeletal event, time to PSA progression, time 
to antineoplastic therapy, others

Estimated enrollment: N = 550

• Metastatic prostate cancer

• DNA damage response (DDR)-HRR gene 
alteration

• Prior therapy allowed for mHSPC; ≤3 months 
of ADT with or without approved novel 
hormonal therapy in mHSPC, if required prior 
to randomization, with no radiographic 
evidence of disease progression or rising PSA 
prior to Day 1

Talazoparib + enzalutamide

Placebo + enzalutamide

Agarwal N et al. ASCO 2022;Abstract TPS5096.

R
1:1



AMPLITUDE Phase III Study Design

Primary endpoint: rPFS
Secondary endpoints: OS, symptomatic PFS, time to subsequent therapy, adverse events

Estimated enrollment: N = 788

• Metastatic prostate cancer

• Deleterious somatic or germline HRR gene 
alteration

• Prior therapy allowed for mHSPC

Niraparib + 
abiraterone/prednisone

Placebo + 
abiraterone/prednisone

www.clinicaltrials.gov. NCT04497844. Accessed September 2022

R



Side Effects Associated with
Hormonal Therapy for Prostate Cancer



ODENZA, A Prospective Randomized, Open-Label, 
Multicenter, Cross-Over Phase II Trial of Preference 
Between Darolutamide and Enzalutamide in Men with 
Asymptomatic or Mildly Symptomatic Metastatic 
Castrate-Resistant Prostate Cancer (CRPC)

Colomba E et al.
ASCO 2021;Abstract 5046.



ODENZA Primary Endpoint: Patient Preference

Colomba E et al. ASCO 2021;Abstract 5046.



ODENZA: Main Reasons for Patient Preference Between Treatments

Frequency

Colomba E et al. ASCO 2021;Abstract 5046.



Cardiometabolic Effects of Androgen Suppression Therapies for 
Prostate Cancer

Narayan V et al. JACC CardioOncol 2021;3(5):737-41.



Cardiovascular-Associated Adverse Events in Phase III Trials of 
Androgen Receptor Inhibitors

Study Agent CV-related AE

Androgen receptor inhibitor Placebo

All grades Grade ≥3 All grades Grade ≥3

PROSPER1

N = 1,401 Enzalutamide Hypertension
MACE

12%
5%

5%
4%

5%
3%

2%
2%

SPARTAN2

N = 1,207 Apalutamide Hypertension 25% 14% 20% 12%

ARAMIS3
N = 1,509 Darolutamide

Hypertension
CAD
Heart failure
Cerebral ischemia

7%
3%
2%

1.4%

3%
2%
1%

0.7%

5%
3%
1%

1.4%

2%
0
0

0.7%

1 Hussain M et al. N Engl J Med 2018;378(26):2465-74. 2 Fizazi K et al. N Engl J Med 2019;380(13):1235-46. 3 Smith MR  et al. N Engl J 
Med 2018;378(15):1408-18.

AEs = adverse events; MACE = major adverse cardiovascular event
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