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AGENDA

Time Topic
15 min Introduction
20-min presentation; 
30-min discussion

Precision Medicine in Metastatic Castration-Resistant 
Prostate Cancer (mCRPC)

10 min Break
30-min presentation; 
60-min discussion Management of Progressive mCRPC

15 min Key Takeaways and Meeting Evaluation
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STUDY OBJECTIVE

To gain advisors’ perspectives on the following
> Genetic testing in metastatic castration-resistant prostate cancer (mCRPC)
> Current treatment practices regarding first-line treatment of mCRPC
> Management of progressive and/or symptomatic mCRPC 
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REPORT SNAPSHOT 

> A virtual, moderated roundtable discussion focusing on the treatment of mCRPC 
was held on December 15, 2020

> Disease state and data presentations were developed in conjunction with Daniel 
Petrylak, MD, a medical expert from Yale School of Medicine

> The group of advisors comprised 10 medical oncologists from the Northeast region
> Insights into genetic testing methods and therapies were obtained, with a particular 

focus on olaparib, rucaparib, genetic testing (somatic/germline); BRCA, HRR, and 
PALB2 mutations

> Data collection was accomplished through use of audience response system 
(ARS) questioning and moderated discussion 
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PARTICIPATING PRACTICES (1/2)
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Practice City/State

Advanced Care Oncology & Hematology Associates Springfield, NJ

Allegheny Oncology Network Natrona Heights, PA

Champlain Valley Hematology Oncology Colchester, VT

Jefferson Health Sidney Kimmel Cancer Center Sewell, NJ

Kenneth R. Hoffman, MD and Associates Teaneck, NJ

Lahey Clinic Medical Center Swampscott, MA

Lahey Hospital and Medical Center Lexington, MA

MD Anderson Cancer Center at Cooper University Hospital Camden, NJ

New York Oncology Hematology New York, NY

Penn Medicine–Cherry Hill Division Cherry Hill, NJ
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PARTICIPANT DEMOGRAPHICS
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What percentage of your TOTAL patients whom 
you see per month have advanced prostate 

cancers? (N = 7)*

86%

14% 1%–10% 

11%–20% 

21%–30% 

>30%

25%

12%

0%

63%

1%–10% 

11%–20% 

21%–30% 

>30%

What proportion of your patients with advanced 
disease whom you see per month have 
metastatic disease (mCRPC)? (N = 8)†

*Three advisors did not respond. †Two advisors did not respond.

For most advisors, up to 10% of their total patient volume per month consists of advanced prostate cancer 
patients. For a majority of advisors (63%), over 30% of their advanced prostate cancer patients have 

metastatic disease.



Key Insights



TOPLINE TAKEAWAYS: METASTATIC CRPC

• All but one advisor are currently performing genetic testing in mCRPC patients, although in low proportions of patients. Around 
one-third of advisors are testing most of their CRPC patients for germline and somatic mutations

• Most advisors are only performing genetic testing when indicated by family history or genetic background. Advisors are most 
likely to perform testing after progression to advanced prostate cancer

• Advisors are most frequently using archival tissue, although they express frustration with acquiring these samples. Advisors 
believe fresh tissue to be the most ideal when feasible, but many are beginning to prefer liquid biopsies because of their ease 
and concordance with other sample types

• The advisors use several gene testing panels. Most use Foundation Medicine testing, followed by Myriad and Guardant for 
HRRm testing. Advisors expressed preference for assays that test for more possible mutations

Precision Medicine in mCRPC

• The advisors are familiar with olaparib from its use in other indications, which is a major factor in its use over rucaparib.
Advisors also consider olaparib well tolerated, especially when compared with docetaxel. While advisors are somewhat familiar
with the PROfound trial, there is room for improvement on the level of familiarity. Following the program, many advisors were
enthusiastic about the trial data and further expressed preference of olaparib over rucaparib because of its broader indication

• PARPi use in general is guided by BRCA mutations; on the basis of current use, these drugs are unlikely to be used for other 
HRR mutations. However, during discussion, advisors expressed interest in performing more broad genetic testing and using 
olaparib for other HRRm patients

Management of Progressive mCRPC
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Topic Data and Insights
Genetic 
testing

Most advisors are performing genetic mutation testing to some extent in their mCRPC patients. However, there was overall 
a low proportion of testing. For around one-third of advisors, most of their patients are getting germline and somatic 
testing. There was little consensus on what patient populations receive genetic testing
• Thirty-eight percent of advisors refer 76%–100% of their mCRPC patients for genetic testing; however, an additional 38% of 

advisors are only referring 1%–25% of these patients for testing
− Of these mCRPC patients who are referred for genetic testing, 33% of advisors indicated that 76%–100% of the referred 

patients receive germline testing, 22% of advisors indicated 51%–75%, and 33% indicated 26%–50% receive germline 
tests. One advisor is not performing germline testing

− The extent of testing for somatic mutations is somewhat less than for germline testing: 38% of advisors indicated that 
76%–100% of their patients undergo somatic testing, 13% indicated this is 51%–75%, and for 25% of advisors, it is 26%–
50%. One advisor never tests for somatic mutations

− During discussions, advisors noted the importance of performing both germline and somatic testing when possible to 
create the best treatment plan for the patient

• There was little consensus among advisors on which patient subpopulations to refer for genetic testing. Only 29% of advisors 
indicated that they refer all patients for genetic testing regardless of family history. Of the high-risk patient groups, the most likely 
to influence the decision to perform genetic testing was a family history of high-risk germline mutations, with 24% of advisors 
making this selection

This group of advisors did not appear to have a standard timepoint at which they test CRPC patients. Half of the advisors 
are performing genetic testing for their patients on progression to advanced prostate cancer. Some advisors are testing 
multiple times
• The most likely time for an advisor to refer a patient for genetic testing is upon progression to advanced prostate cancer, with half 

of the advisors indicating this time. Thirty-eight percent of advisors will refer a patient at initial diagnosis, at progression to CRPC, 
or at progression after initial mCRPC treatment. Additionally, 25% of advisors will test after failure of multiple lines of therapy
− During discussions, several advisors emphasized the importance of testing early

PRECISION MEDICINE IN mCRPC (1/2)
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PRECISION MEDICINE IN mCRPC (2/2)
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Topic Data and Insights
Genetic 
testing (cont.)

Advisors are using different sample types for testing, but the majority are using archival tissue
• Most advisors (78%) are using archival tissue for testing. Around half of the advisors will use a fresh biopsy of a metastatic 

lesion (56%) or a blood or saliva sample (44%). Only 1 advisor (11%) indicated they are using ctDNA for HRRm testing. One 
advisor (11%) is not currently performing HRRm testing

– Despite archival samples being frequently used, during the discussion, most advisors noted challenges with obtaining 
archival samples for genetic testing, either due to a small tissue sample or difficulty locating the specimen

– Several advisors noted that they would prefer to use a liquid biopsy due to ease and utility
Advisors are using a variety of commercially available gene assays for HRRm testing, with the majority using Foundation 
Medicine 
• Foundation Medicine is the most frequently used commercial HRRm gene assay, used by 75% of the advisors

− During discussion, several advisors noted a preference for Foundation Medicine over Guardant based on the more 
inclusive gene panel

• Additionally, 63% of advisors are using Myriad, 50% Guardant, 38% Invitae (Prostate Cancer Panel), 25% Ambry Genetics, and 
13% Tempus. No advisors are using in-house testing

Most advisors are incorporating the results of HRRm testing into the treatment plans for their mCRPC patients, though for 
a majority of advisors, only if the result is BRCA1/2m
• 50% of advisors will base the treatment plan on genetic testing results only if BRCA1/2 are mutated, and an additional 38% of 

advisors will incorporate precision medicine if any HRR genes tested are mutated
• One advisor (13%) has not yet incorporated the results of HRRm genetic testing into their treatment algorithm



QUOTES: PRECISION MEDICINE IN mCRPC
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“At the advent of castration-resistant disease, I try to make sure that I 
at least have a tissue to send.”

“I didn’t realize the differences between Guardant and Foundation. 
I’m, in fact, changed for the future in terms of liquid biopsies.”

“I test my patients after failure to the androgen blockers.”

“I’ve been referring people [for genetic testing] upfront regardless of 
age, just to see.”

“No, we’re not [testing for PALB2 or ATM]. We’re just doing BRCA1
and BRCA2.”

“Foundation is what I've usually been using for testing, and I’ll also 
send germline to Myriad. I try to do those 2 concurrently.”

On choosing assays

On when they perform genetic testing

“I was using a lot of Guardant360, and I thought that the turnaround 
time was really good compared to the Foundation. But after we’ve 
seen your slide presentation and that we are not able to test for 
PALB2, I think I will have to rethink on that aspect.”

On acquiring samples for testing

“It’s not easy to get the kinds of biopsies we’d like for more tissue. I 
think that we have a lot of patients who would probably not be 
interested in going for biopsies in this particular patient population.”

“I do not use archival tissue because there’s always a difficulty in 
getting this tissue. I would rather use the liquid biopsy.”

“Tissue is often the problem because you have the small prostate 
biopsies that are done at the urologist’s office. Often, there’s not 
enough tissue or it’s hard to locate the specimen. So, if somebody 
does have a big lesion that’s accessible that’s not bone, I’ll try to re-
biopsy them as well.”

“Institutions typically don’t even keep [archival samples] more than 7
years. And patients with prostate cancer, they can relapse much 
later.”

Presenter
Presentation Notes




Topic Data and Insights
Perceptions of 
PARPi

Advisors have similar levels of familiarity with the PROfound and TRITON2 trials, but olaparib is the preferred PARP 
inhibitor and is used more frequently in mCRPC
• Most advisors (76%) have used olaparib within in the past 3 months, with the majority using it in between 1–5 patients 

(63%) and 1 advisor (13%) using it in 6–10 mCRPC patients
• A majority of advisors (89%) have some level of familiarity with the PROfound trial, but no advisors indicated that they 

were extremely familiar. Most advisors (56%) chose a familiarity level of 3 on a scale of 1–5, and 1 advisor (11%) was 
unfamiliar
− At the end of the program, advisors expressed enthusiasm about the PROfound trial data, citing that olaparib can 

be used for HRRm other than BRCAm and that it does not have to be used post-docetaxel
− Several advisors noted familiarity with using olaparib for other cancers as a major driver for use

• Less than half of the advisors (44%) have used rucaparib in the past 3 months despite having similar levels of familiarity 
with the TRITON2 and PROfound trials. Half of the advisors indicated they were somewhat familiar with TRITON2 trial 
data, and one advisor (13%) was unfamiliar with the data

Progressive 
mCRPC

Following progression on NHA,* advisors treat a substantial number of mCRPC patients with chemotherapy. Over 
half of advisors put the majority of their HRRm patients on PARPi following progression
• All advisors indicated that at least 20% of their mCRPC patients who progress on NHA go on to chemotherapy. For one-

third of advisors, this is 41%–60% of progressive patients, 61%–80% of these patients for another one-third, and 81%–
100% of progressive patients receive chemotherapy for 22% of advisors

• Thirty-eight percent of advisors put 81%–100% of their HRRm mCRPC patients on a PARP inhibitor after progression, 
and for 25% of advisors, this is their choice of therapy for 61%–80% of progressive HRRm mCRPC patients. The rest of 
the advisors are using PARPi in less than half of these patients

MANAGEMENT OF PROGRESSIVE mCRPC (1/2)

15*NHA, new hormonal agents.



MANAGEMENT OF PROGRESSIVE mCRPC (2/2)
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Topic Data and Insights
Patient case Most advisors would use a PARP inhibitor only in a case of progressive mCRPC with BRCA1/2 mutation and prefer 

to use taxane-based chemotherapy in cases with mutations in other HHR genes. One-third of the advisors would 
use a PARP inhibitor in the case of an isolated PALB2 mutation, and three-quarters of advisors would use a PARP 
inhibitor for a BRCA2 mutation. Olaparib is the preferred PARPi.

A 70 y/o male with mCRPC who underwent prostatectomy 8 years ago had rising PSA 3 years after initiating ADT. He was 
treated with abiraterone and prednisone for bone mets. His disease was stable for 10 months but is now progressing with 
new visceral mets and increasing bone pain. Next-gen sequencing from a prior biopsy specimen revealed a microsatellite-
stable tumor with a TMB of 8 mutations/mb, loss of FAS and PTEN, mutations in DCK12, FANCA, KEL, and a germline 
heterozygous mutation in PALB2. What do you recommend now?
• Most advisors (70%) advisors indicated the use of taxane-based chemotherapy for a progressive mCRPC patient with a 

gPALB2 mutation. Sixty percent of advisors would use docetaxel as the preferred chemotherapy option, and an additional 
10% of advisors would use cabazitaxel 

• The remaining 30% of advisors would use PARPi in a patient with a gPALB2 mutation. Two advisors indicated they would 
use olaparib, and 1 advisor would use rucaparib

If NGS revealed a deleterious mutation in BRCA2 instead of PALB2 in the prior patient, what would be your preferred 
recommendation? 
• When treating a mCRPC patient with progressive disease and a mutation in BRCA2, most advisors (67%) would now 

prefer to use olaparib. One additional advisor (11%) would use rucaparib as their preferred PARPi 
• The remaining 22% of advisors would still prefer to use docetaxel when treating a progressive mCRPC patient with a 

BRCA2 mutation
− During the discussion, several advisors noted they would now consider using a PARPi prior to docetaxel, noting a 

lower toxicity profile and improved survival benefit



QUOTES: MANAGEMENT OF PROGRESSIVE mCRPC

17

“Even though PARP inhibitors have anemia, nausea, and fatigue, they
certainly have a better toxicity profile than docetaxel. So, it seems like 
this should be standard of care in the HRR patients, to go right to a 
PARP inhibitor.”

“Having treated many women with ovarian cancer with PARP 
inhibitors, I don’t think these are necessarily such benign drugs. I 
have a lot of patients who do quite well on Taxotere. So, I’m not sure I 
would necessarily make [PARP inhibitors] the standard of care 
automatically, but I think it certainly would be helpful for patients to 
have a choice with options.”

“I think the toxicity profile [of olaparib] is manageable, mainly by dose 
adjustments and dose delays. I believe it’s a better profile than 
docetaxel, even in dose-reduced docetaxel.”

“I think that the ability to utilize the PARP prior to taxane 
administration is going to be incredibly relevant.”

“This presentation certainly warrants utilizing olaparib before 
docetaxel—which has changed my view—in this setting. I didn’t 
realize the strong efficacy and the OS benefits that we’re seeing by 
utilizing PARPs sooner.”

“It’s nice to have this indication for the HRRm patients, the BRCA
patients. But these drugs don’t seem to be complete home runs. It 
seems like they add a few months. I think it’s probably still the 
beginning of the era here. It probably needs to be combined with 
something else.”

“One of the challenges now is that the urologists end up treating 
these patients for a while with various oral therapies, and then the 
patient comes to see the medical oncologist, and they’ve been 
through a variety of therapies.”

“All else being equal, you might choose one [PARP inhibitor] over 
another one because of your familiarity.”

“If they are BRCA2- or BRCA1-positive, we'll use PARPis before we 
use anything else—as long as Medicare or Medicaid will approve it.”

“In our neighborhood, we have tremendous insurance coverage 
issues for seniors with [PARP inhibitors] in terms of co-pays.”

On using PARP inhibitors

On challenges of managing progressive mCRPC

Presenter
Presentation Notes




ADVISOR KEY TAKEAWAYS (1/2)
Advisor 1
• Will reconsider using Guardant since they do not test for 

everything and will now use liquid biopsy testing
• Convinced about the effectiveness of PARP inhibitors and 

enthusiastic about their use pre-docetaxel
• Importance of ATM mutation 

Advisor 2
• You need to know the molecular fingerprint of your 

patients, both somatic and germline, because of the 
therapeutic implications

• Fresh tissue is the best to use for testing, if possible
• We are still in need of new therapies for patients that do 

not have any actionable mutations
Advisor 3
• Ease and utility of liquid biopsies for HRRm testing
• Benefit of PARP inhibitors in patients with HRR-targetable 

mutations
• Effectiveness of switching the steroid to dexamethasone 

after progression on abiraterone 

Advisor 4
• Identify patients with actionable mutations early on and 

get a fresh tissue sample if possible
• Use Foundation for somatic testing and Myriad for 

germline testing to help develop a future treatment plan 
for the patient

• Excited about combination therapy with PARP and other 
agents

Advisor 5 
• Use more liquid biopsies for mutation testing because obtaining a bone biopsy is challenging and is not very satisfactory
• Patients with AR-V7 mutation are not very sensitive and tend to have aggressive disease not responding to hormonal 

therapy, so move on to chemotherapy or targeted therapy
• Switching the steroid to dexamethasone after progression on abiraterone can be effective
• Using PARP inhibitors on the basis of the 2 trials in patients who progressed on hormonal therapy and chemotherapy
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ADVISOR KEY TAKEAWAYS (2/2)
Advisor 6
• Guardant does not do PALB2 or ATM mutation analysis
• Think about using PARP inhibitors when you find 

mutations
• Use cisplatin for BRCAm cancers before using PARP 

inhibitors

Advisor 7
• Do both genomic and somatic mutation testing
• Foundation does a more extended mutation testing panel
• How to sequence PARP inhibitors with chemotherapy

Advisor 8
• Comparing the TRITON2 and PROfound studies revealed 

that rucaparib is more limited since it is only indicated for 
BRCAm, and it has to be given post-docetaxel

• Olaparib can be used for HRRm patients, not just BRCAm
• Test early, test broadly, and make sure you get all the 

mutations checked

Advisor 9
• The importance of BRCA testing for family genetics and 

for determining prognostic factors and therapeutic options
• Make sure you have tissue in order to do mutation 

evaluation – physicians should be pressing for fresh 
tissue and core biopsies

• Community physicians need to be more involved with 
clinical trials, especially for the elderly patient population

Advisor 10
• Think about which test you use for liquid biopsies, especially Foundation vs Guardant360 since Guardant does not test for 

everything
• Using dexamethasone plus Zytiga in patients who have progressed on Zytiga
• The CARD trial and sequencing of cabazitaxel, especially in patients who have progressed on the androgen block in less 

than 1 year
• Comparing the PROfound and TRITON2 trials and how to choose a PARP inhibitor pre- and post-docetaxel 
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Precision Medicine in mCRPC
ARS RESULTS



WHAT PROPORTION OF YOUR mCRPC PATIENTS DO YOU 
REFER FOR GENETIC MUTATION TESTING? (N = 8)*
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WHAT PROPORTION OF YOUR mCRPC PATIENTS THAT YOU 
REFER FOR GENETIC TESTING UNDERGO GERMLINE 
TESTING? (N = 9)*

22

11%

0%

33%

22%

33%

0%

10%

20%

30%

40%

50%

0% 1%–25% 26%–50% 51%–75% 76%–100%

Pe
rc

en
ta

ge
 o

f A
dv

is
or

s

*One advisor did not respond.



WHAT PROPORTION OF YOUR mCRPC PATIENTS THAT YOU 
REFER FOR GENETIC TESTING UNDERGO SOMATIC TUMOR 
TESTING? (N = 8)*
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FOR WHICH OF THE FOLLOWING mCRPC PATIENT 
POPULATIONS WOULD YOU RECOMMEND GENETIC TESTING? 
PLEASE SELECT ALL THAT APPLY (N = 9)*
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WHEN DO YOU ORDER GENETIC TESTING FOR YOUR 
PATIENTS? PLEASE SELECT ALL THAT APPLY (N = 8)*
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WHICH OF THE FOLLOWING SAMPLE TYPES ARE YOU USING 
TO TEST FOR HRR GENE MUTATIONS? PLEASE SELECT ALL 
THAT APPLY (N = 9)*
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WHICH COMMERCIALLY AVAILABLE GENE ASSAYS DO YOU 
CURRENTLY USE FOR HRRm TESTING? PLEASE SELECT ALL 
THAT APPLY (N = 8)*
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DO RESULTS FROM HRRm TESTING IMPACT YOUR 
TREATMENT DECISIONS? (N = 8)*
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Management of Progressive 
mCRPC 
ARS RESULTS



APPROXIMATELY HOW MANY CRPC PATIENTS HAVE YOU 
TREATED WITH OLAPARIB (LYNPARZA) OVER THE PAST 3 
MONTHS? (N = 8)*
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ON A SCALE OF 1–5, HOW FAMILIAR ARE YOU WITH THE 
RESULTS OF THE PROFOUND TRIAL? 1 = NOT AT ALL 
FAMILIAR, 5 = EXTREMELY FAMILIAR (N = 9)*
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TO APPROXIMATELY HOW MANY CRPC PATIENTS HAVE YOU 
PRESCRIBED RUCAPARIB (RUBRACA) OVER THE PAST 3 
MONTHS? (N = 9)*
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ON A SCALE OF 1–5, HOW FAMILIAR ARE YOU WITH THE 
RESULTS OF THE TRITON2 TRIAL? 1 = NOT AT ALL FAMILIAR, 
5 = EXTREMELY FAMILIAR (N = 8)*
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IN GENERAL, WHAT PERCENTAGE OF YOUR mCRPC 
PATIENTS WHO PROGRESS ON NHA GO ON TO 
CHEMOTHERAPY? (N = 9)*
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WHAT PERCENTAGE OF YOUR PATIENTS WHO PROGRESS 
ON NHA AND ARE HRRm GO ON TO PARPi? (N = 8)*
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PATIENT CASE

> A 70-year-old man with mCRPC who underwent prostatectomy 8 years ago had 
rising PSA 3 years after initiating ADT. He had mild fatigue and 4 bone metastases 
on bone scan. His PSA was 7 ng/ml with normal hemoglobin, alkaline 
phosphatase, and no pain. The patient was treated with abiraterone and 
prednisone. His disease was stable for 10 months but is now progressing, with 
new visceral metastases and increasing bone pain. Next-generation sequencing 
was ordered from a prior biopsy specimen and revealed a microsatellite-stable 
tumor with a tumor mutational burden of 8 mutations/mb, loss of FAS and PTEN, 
and mutations in CDK12, FANCA, KEL, and a germline heterozygous mutation in 
PALB2
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WHAT WOULD BE YOUR PREFERRED RECOMMENDATION 
NOW? (N = 10)

37

10%

0%

60%

0%

20%

0%

10%

0% 0% 0%
0%

20%

40%

60%

80%

100%

Cabazitaxel Carboplatin-
based therapy

Docetaxel Enzalutamide Olaparib Pembrolizumab Rucaparib Radium-223 Sipuleucel-T Other

Pe
rc

en
ta

ge
 o

f A
dv

is
or

s



IF NGS REVEALED A DELETERIOUS MUTATION IN BRCA2
INSTEAD OF PALB2 IN THE PRIOR PATIENT, WHAT WOULD BE 
YOUR PREFERRED RECOMMENDATION? (N = 9)*
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Cabazitaxel Carboplatin-
based therapy

Docetaxel Enzalutamide Olaparib Pembrolizumab Rucaparib Radium-223 Sipuleucel-T Other

*One advisor did not respond.
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