
Copyright © 2023 Aptitude Health. All Rights Reserved. APTITUDE HEALTH® is a federally registered service mark of Aptitude Health Holdings, LLC

EPICS Global Perspectives: 
GU Malignancies in 2022 
and Beyond
Tuesday, December 13, 2022
Friday, December 16, 2022



Report Contents

Content Slide

Meeting Snapshot 3

Faculty Panel 4

Meeting Agenda 5

Strategic Recommendations 7

Full Summary 10

2



Meeting Snapshot

DATE: 
December 13 and 16, 2022

PANEL: Key experts in 
GU malignancies
> 8 from US
> 4 from Europe

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

GU CANCER-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations
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Panel Consisting of 8 US and 4 European GU Cancer Experts



Meeting Agenda – Day 1 
Time (ET) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome and Introductions Daniel Petrylak, MD 

10.05 AM – 10.15 AM Early-Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) Mitchell Benson, MD 

10.15 AM – 10.35 AM Key Questions and Topics for Discussion All

10.35 AM – 10.40 AM Summary and Key Takeaways

10.40 AM – 10.50 AM Current Paradigms and Future Directions in Metastatic Bladder Cancer Joaquim Bellmunt, MD, PhD

10.50 AM – 11.20 AM Key Questions and Topics for Discussion All 

11.20 AM – 11.25 AM Summary and Key Takeaways

11.25 AM – 11.35 AM BREAK

11.35 AM – 11.45 AM Evolving Paradigms for Metastatic RCC Manuela Schmidinger, MD 

11.45 AM – 12.15 PM Key Questions and Topics for Discussion All

12.15 PM – 12.20 PM Summary and Key Takeaways

12.20 PM – 12.30 PM Neo/Adjuvant Treatment of RCC Pablo Maroto Rey, MD, PhD 

12.30 PM – 12.50 PM Key Questions and Topics for Discussion All

12.50 PM – 12.55 PM Summary and Key Takeaways

12.55 PM – 1.00 PM Conclusions and Wrap-up Daniel Petrylak, MD 



Meeting Agenda – Day 2 
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Time (ET) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome and Introductions Daniel Petrylak, MD 

10.05 AM – 10.15 AM Current and Future Management of Non-clear Cell RCC Thomas Powles, MD, MRCP, MBBS

10.15 AM – 10.25 AM Key Questions and Topics for Discussion All

10.25 AM – 10.30 AM Summary and Key Takeaways

10.30 AM – 10.40 AM Diagnosing and Managing Localized/Locally Advanced Prostate Cancer E. David Crawford, MD 

10.40 AM – 10.55 AM Key Questions and Topics for Discussion All

10.55 AM – 11.00 AM Summary and Key Takeaways

11.00 AM – 11.10 AM Treatment Paradigms for Advanced Prostate Cancer Oliver Sartor, MD 

11.10 AM – 11.25 AM Key Questions and Topics for Discussion All

11.25 AM – 11.30 AM Summary and Key Takeaways

11.30 AM – 11.40 AM BREAK

11.40 AM – 11.55 AM Investigational Therapies for Metastatic CRPC Susan Slovin, MD, PhD 

11.55 AM – 12.20 PM Key Questions and Topics for Discussion All

12.20 PM – 12.25 PM Summary and Key Takeaways

12.25 PM – 12.35 PM Advances in Imaging Technologies for Genitourinary Cancers Scott Tagawa, MD, FACP

12.35 PM – 12.55 PM Key Questions and Topics for Discussion All

12.55 PM – 1.00 PM Summary and Key Takeaways

1.00 PM Conclusions and Wrap-up Daniel Petrylak, MD 



Early-Stage Bladder Cancer 
(BCG-Resistant NMIBC; MIBC)



CURRENT TREATMENT OPTIONS FOR BCG-UNRESPONSIVE NMIBC

> A number of chemotherapy drugs have been utilized in the 
salvage setting, but none are associated with durable 
responses

– Sequential gemcitabine and docetaxel is associated with 
an RFS rate at 2 years of only 34% in BCG-unresponsive 
patients

– An ongoing study at Columbia University is evaluating 
intravesical therapy with cabazitaxel, gemcitabine, and 
cisplatin (CGC)

• Preliminary results in 18 patients with pretreated 
high-risk NMIBC (median 3 prior lines of treatment) 
demonstrated 94% RFS at 3 months, and 83% at 12 
months, with 78% cystectomy-free survival at 2 
years

> Pembrolizumab is approved for patients with BCG-unresponsive 
high-risk NMIBC with carcinoma in situ (CIS), with or without 
papillary tumors, who are not candidates for cystectomy

– The CR rate was 41% in 96 patients with BCG-
unresponsive CIS, with a median duration of 16.2 months, 
in the KEYNOTE-057 phase II trial

CGC Outcomes

Early-Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) (1/2)
Presented by Mitchell Benson, MD 



CYSTECTOMY FOR BCG-UNRESPONSIVE NMIBC

> Cystectomy still has a role in the management of BCG-
resistant NMIBC

– A retrospective cohort study by Fritsche and 
colleagues of patients with T1G3 NMIBC treated 
with radical cystectomy found that approximately 
half of patients thought to have T1 disease were 
pathologically upstaged to T2 or higher, and 33% 
had incurable non–organ-confined or node-
positive disease

• Early preemptive radical cystectomy 
improved cancer-specific survival 

• Cystectomy should be considered for high-
risk patients with recurrent disease who are 
fit for surgery, but other sparing modalities 
should be tried first for low-risk disease

Early-Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) (2/2)
Presented by Mitchell Benson, MD 

Fritsche et al – Tumor Upstaging



Key Insights
Early-Stage Bladder Cancer (BCG-Resistant 
NMIBC; MIBC)



Experts Debated the Role of Systemic Therapy for BCG-
Resistant NMIBC
PEMBROLIZUMAB FOR BCG-RESISTANT NMIBC
Experts perceive that pembrolizumab is rarely used in the community, and those patients with NMIBC who are referred for systemic
treatment typically do not fit the eligibility criteria used in the trial (ie, they have received intravesical chemotherapy, which may alter 
the biology of the cancer) 
> Urologists prefer intravesical therapies that they can administer themselves

– Urologists may be concerned about patients “falling through the cracks” for follow-up cystoscopy reassessment if they are referred out 
to medical oncology

• A well-coordinated multidisciplinary team to ensure proper patient management is necessary for systemic therapies for NMIBC to 
work 

– There is also concern about systemic side effects, and the perceptions that systemic immune checkpoint inhibitors have limited efficacy
• Experts suggested that high complete response rates with durability would be necessary for a systemic therapy to gain traction 

with urologists

INITIAL BCG THERAPY
There is some concern that BCG is not being used optimally in the community
> One expert noted that they see referrals of patients who only received 6-week induction with BCG, and did not receive maintenance therapy 

or a second course of induction



Experts Discussed Emerging Therapies for NMIBC and the 
Ongoing Role for Cystectomy 
EMERGING INTRAVESICAL THERAPIES
Intravesical immunomodulatory agents such as nadofaragene firadenovec and N-803 
are expected to become standards of care, as long as data continue to support their use 
> These agents are perceived to have good durations of response
> Getting an immunotherapeutic agent directly into the bladder is an approach that would be 

attractive to urologists, and would allow them to retain control over the patients
– There is substantial interest in exploring intravesical delivery of agents currently in 

use for the treatment of bladder cancer
> Radiation therapy in combination with intravesical therapy is also being explored for BCG-

refractory NMIBC

Dr Benson:
I think that getting the 
immunotherapeutic agent into the 
bladder directly is going to be attractive. 
. . . But the advantage of that from the 
urologic perspective is that the urologist 
is going to feel like they still have some 
control over the patient. 

Although it's almost counterintuitive, the 
younger patient is the patient who 
needs the cystectomy sometimes more 
than the older patient, because you're 
trying to have . . . long life free of 
disease. And they're the ones who least 
want to accept it, but they're probably 
the people who need it the most.

“

“

ONGOING ROLE FOR CYSTECTOMY
Cystectomy still plays a valuable role for some patients, particularly those who are 
younger with high-grade disease 
> However, acceptance by patients can be a challenge because this surgery is so life-

altering, especially if they are not eligible for a neo-bladder
– Better markers for risk stratification, as well as for BCG resistance, are needed to 

identify those patients who will benefit most from cystectomy, to improve acceptance 
by patients



Experts Discussed Preoperative Therapy for Patients With 
MIBC
NEOADJUVANT CONSIDERATIONS IN MIBC
Some experts recommend neoadjuvant therapy for patients with ≥T1 disease going to 
cystectomy, noting the high risk of upstaging for T1 disease, and believe this approach 
is being underutilized in the community 
> Approximately half of patients initially thought to have T1 disease will be found to have T2 

disease at cystectomy
> Platinum-free approaches, such as enfortumab vedotin (EV) and/or immunotherapies, are 

attractive in this setting for patients unfit for cisplatin
– Preliminary data with EV monotherapy showed a 30% CR rate in MIBC; however, 

there were also 2 perioperative deaths in this trial
• An ongoing trial is evaluating EV in combination with durvalumab and 

tremelimumab vs cystectomy in platinum-unfit patients
– There is some concern that combinations of cytotoxic chemotherapy + 

immunotherapies may not be effective in the muscle-invasive setting, on the basis of
results in the metastatic setting with such regimens 

– The associated toxicities with these therapies should not be underestimated in a less 
fit patient population

• Long-term peripheral neuropathy is a concern with EV; however, the duration of 
treatment would be limited in the neoadjuvant setting, and this may lessen 
cumulative side effects

> Pathologic CR (pCR) rate may not be the best surrogate endpoint in this setting, 
particularly with immune-based therapies, where stabilization of disease may also be 
associated with improved survival outcomes

Dr Benson:
So anybody who has any type of 
invasive disease in my hands gets 
neoadjuvant chemotherapy prior to 
cystectomy, and unfortunately, it's not 
utilized often enough.

“ “



Experts Discussed Adjuvant Therapy and Patient Selection for 
MIBC
ADJUVANT TREATMENT OPTIONS
Adjuvant nivolumab is being discussed with patients, and many are willing to undergo 
treatment, although no OS benefit has been observed to date
> Experts consider adjuvant nivolumab a reasonable option for patients with persistent 

disease after neoadjuvant chemotherapy, and noted it appears to work best after prior 
chemotherapy

It was mentioned that platinum-based adjuvant therapy has been associated with a 
survival benefit in a meta-analysis, and some experts recommend these regimens for 
high-risk patients if they did not receive neoadjuvant chemotherapy

ctDNA FOR RISK ASSESSMENT
ctDNA could be very useful to define risk of relapse after cystectomy, but whether it can 
be used to guide therapy still needs to be determined
> One study showed that patients with MIBC in whom tumor ctDNA is detected post-

cystectomy using a bespoke assay have a 95% chance of relapse, while those who are 
ctDNA negative have only a 20% chance

> The IMvigor011 trial is using post-cystectomy ctDNA status to select patients for 
randomization to adjuvant therapy with atezolizumab vs placebo

Dr Petrylak:
We're going to need better ways of 
stratifying our patients in the muscle-
invasive setting as to who needs what 
form of treatment and whether more 
treatment would be appropriate.

“ “



Current Paradigms and 
Future Directions in 
Metastatic Bladder Cancer



TREATMENT ALGORITHMS FOR mUC

> Current algorithms for the treatment of 
metastatic urothelial cancer (mUC) differ 
between the US and Europe; key differences 
include

– Atezolizumab and pembrolizumab are still 
available for first-line patients with PD-
L1–positive, cisplatin-ineligible mUC in 
Europe, but atezolizumab approval has 
been withdrawn in the US

• Approval for the second-line use of 
atezolizumab and durvalumab has 
also been withdrawn in the US

– While EV and erdafitinib are approved as 
later-line treatments in both the US and 
Europe, sacituzumab govitecan (SG) is 
currently approved only in the US

> Maintenance avelumab remains standard for 
patients who achieve stable disease or better 
with first-line platinum-based chemotherapy

Current Paradigms and Future Directions in Metastatic Bladder 
Cancer (1/3)
Presented by Joaquim Bellmunt, MD, PhD

US Algorithm



FIRST-LINE INVESTIGATIONAL APPROACHES FOR mUC

> To date, trials evaluating first-line chemotherapy + 
an immune checkpoint inhibitor (ICI) in mUC have 
failed to demonstrate a significant OS advantage 
(IMvigor130, KEYNOTE-361, DANUBE, 
CheckMate 901)

– OS results from the NILE trial comparing 
gemcitabine + platinum ± durvalumab (±
tremelimumab) are still pending

– The EV-302 trial comparing standard 
chemotherapy vs EV + pembrolizumab has 
completed accrual and results are anticipated 
within the next year

• This trial protocol was amended very 
late to allow maintenance avelumab

– Other combinations that have failed to show 
benefit in the first line include durvalumab + 
olaparib, bempegaldesleukin + nivolumab, 
nivolumab + ipilimumab, cabozantinib 
maintenance, and pembrolizumab + 
lenvatinib

Current Paradigms and Future Directions in Metastatic Bladder 
Cancer (2/3)
Presented by Joaquim Bellmunt, MD, PhD



NOVEL INVESTIGATIONAL AGENTS HER2-TARGETED THERAPIES

> An important area of investigation is therapies for 
patients with progression on immunotherapy

– Investigational strategies/agents currently being 
studied include 

• ICIs + targeted agents (ephrin, cabozantinib)
• New ADCs (HER2, HER3, CD138)
• PD-1/PD-L1 inh + new checkpoint inhibitors 

(TIGIT and LAG3)
• PD-1/PD-L1 inh + checkpoint inhibitor 

enhancers (pembro + CD40 agonist)
• Microbiota modifiers (avelumab ± m)
• Targeting transcription factors (PPRAG)
• Intratumorally mRNA-based checkpoint 

enhancers (Moderna)
• Cell therapies (NK transduced with rIL-12, -

15, -18)
• Bispecific antibodies (PSMA + CD137)
• Bicycles (EphA2/CD137, Nectin-4, Nectin-

4/CD137)

> Several ADCs targeting HER2 are in development in mUC
– Although earlier attempts at targeting HER2 in mUC with 

trastuzumab or T-DM1 were unsuccessful, newer HER2-targeted 
ADCs appear to have higher-affinity binding, a greater bystander 
effect, and possibly more immune-enhancing effects

Current Paradigms and Future Directions in Metastatic Bladder 
Cancer (3/3)
Presented by Joaquim Bellmunt, MD, PhD

RC48 in HER2 
2–3+ mUC
(Sheng X, et al. ASCO 
2022. Abstract 4518)



Key Insights
Current Paradigms and Future Directions in 
Metastatic Bladder Cancer



Experts Discussed Current Algorithms for Managing mUC

FIRST-LINE PLATINUM FOLLOWED BY MAINTENANCE
Platinum-based chemotherapy followed by maintenance avelumab currently remains the 
first-line standard for fit patients; PD-L1 testing is not perceived to be necessary in mUC
> Uptake of the JAVELIN data and maintenance avelumab has been relatively high in the 

community 
> There is a pressing unmet need for effective therapies for patients progressing on 

platinum-based chemotherapy
– Approximately 30% of patients progress on platinum-based therapy and never get to 

receive avelumab 
• EV or SG may be useful in this setting

Dr Petrylak:
This is going to become more and 
more of a complex field . . . because 
it's with all the agents being moved up 
earlier. It's going to change the 
biology of the disease. It's going to 
change the resistance patterns. And 
then clearly, we're going to have to 
incorporate this into our clinical trials 
and in the future.

“
“



Experts Debated the Potential Implications of the EV-302 Trial

FIRST-LINE EV + PEMBROLIZUMAB
Results of the EV-302 trial evaluating first-line therapy with EV + pembrolizumab are 
awaited; experts predict that if there is an OS advantage, this will likely become the new 
first-line standard
> Experts are impressed by the ORR and durability of responses observed in the phase I/II 

EV-103 trial 
> Experts speculated that a hazard ratio of 0.7 for OS in EV-302 would be sufficient to shift 

the first-line treatment paradigm in the community 
> There will be a need to determine if there is a subset of patients who would still benefit 

from chemotherapy first-line followed by maintenance avelumab
– Experts noted that platinum-based chemotherapy cures a subset of patients with 

mUC (estimated 5%–15%) 
– In addition, because induction chemotherapy is only given for a limited time, it is 

perceived to be less toxic than continual therapy with EV
– One expert suggested they would still consider platinum-based therapy first-line for a 

patient with node-only mUC and a DNA damage repair pathway mutation 
– Subgroup analyses may help to elucidate which patients benefit most (or least) from 

EV-pembrolizumab

Dr Powles:
I think EV-302 is going to change 
everything. And I think we won't be 
talking about platinum eligibility that 
much in a few years' time. . . . I think 
any hazard ratio in the same ballpark 
as 0.75 in unselected patients is going 
to be more attractive than the 0.75 in 
selected patients for maintenance 
avelumab. 

“
“



Experts Considered Available and Investigational ADCs for mUC

ANTIBODY-DRUG CONJUGATES
The targets, payloads, and toxicity profiles of EV and sacituzumab govitecan are non-
overlapping, and thus these agents can be used sequentially
> Experts have seen responses to SG after progression on EV, and vice versa
> Markers for patient selection would be helpful
> A phase Ib trial at DFCI is investigating the combination of EV + SG

A key issue as new ADCs are developed will be whether the payloads are 
mechanistically distinct
> For example, while HER2 is considered a reasonable target, the utility of disitamab vedotin 

(RC48; DV) is unclear because it shares the same payload as EV
– Experts indicated a preference for using EV because it does not require biomarker 

testing, and the response rates appear similar
– Data are needed on whether DV has activity in EV-pretreated patients, or vice versa, 

and whether patients can tolerate the MMAE payload twice 
– A phase III trial comparing DV + toripalimab vs chemotherapy in the first-line setting 

for HER2-positive mUC is ongoing

Dr Petrylak:
I think that the critical issue here is 
going to be the agent that’s being 
delivered. Because you know, MMAE 
does have a cumulative toxicity. And 
with the HER2 ADCs delivering MMAE, 
are you going to be able to administer 
those in a patient that’s received 
enfortumab? Should you be giving the 
HER2 [ADC] before enfortumab? 

“
“



Experts Discussed the Future of FGFR Inhibitors in mUC

FGFR INHIBITORS
> The percentage of patients with FGFR-altered mUC is perceived to be much lower in 

routine clinical practice than what was observed in the relevant clinical trials 
> Erdafitinib is perceived as a difficult drug to administer, with modest response durability
> Experts suggested that investigation of next-generation FGFR-targeted inhibitors with 

better tolerability, including theranostic approaches, would be worthwhile
> One expert also suggested following up on preliminary data with erdafitinib + the PD-1 

inhibitor cetrelimab, which produced an ORR of 68% vs 33% with erdafitinib alone
– Another expert suggested that NMIBC may be a better setting in which to investigate 

a tolerable FGFR inhibitor
– Experts also expressed interest in the ongoing THOR trial comparing second-line 

treatment with erdafitinib vs chemotherapy or pembrolizumab in FGFR-altered mUC
> The multiple biomarker approaches used in studies of FGFR inhibitors also hampers 

interpretation of the data

Dr Petrylak:
I think for the most part, erdafitinib right 
now is not an agent that's really 
commonly used. And even thinking 
about combination trials with erdafitinib, 
with other agents that may sensitize 
with FGF, is somewhat difficult. 

“
“



Experts Discussed Other Research Considerations in 
Therapeutic Development for mUC
NEW THERAPIES and SEQUENCING
The mUC field is becoming more complex – as agents move into earlier lines of therapy, 
it will change the biology of the disease and the resistance patterns
> Experts agreed that the priority for research should be optimizing first-line therapy for 

mUC, but some see room for determining optimal sequences and identifying effective later-
line therapies for the select subset of patients fit enough to continue to receive treatment

Trials to determine how to treat patients after progression on EV-pembrolizumab will be 
needed if EV-302 is positive
> Most experts expect platinum-based regimens to be used second-line if EV-pembrolizumab 

becomes the first-line standard, until data show another approach to be superior
> However, some experts indicated they would use SG or another ADC in this setting
> A trial comparing SG (± continued pembrolizumab) vs chemotherapy post–EV-pembro was 

suggested

The strategic timing of ICIs vis-à-vis chemotherapy or another partner needs to be 
considered when designing combination clinical trials

Dr Powles:
What I would like to see us do is get 
the most active regimens we possibly 
can in the front line, and the 
perioperative setting, and do the best 
we can. . . . The reality is, you look at 
the proportion of patients who get third-
line therapy in urothelial cancer, it's a 
pretty select bunch.

“
“



Evolving Paradigms for 
Metastatic RCC



CURRENT TREATMENT ALGORITHMS FOR CLEAR CELL mRCC

> Currently, for patients with favorable-risk clear cell 
mRCC, guidelines recommend 1 of 3 IO-TKI doublets 
(lenvatinib-pembrolizumab, axitinib-pembrolizumab, or 
cabozantinib-nivolumab)

– All 3 IO-TKI combinations have proven superior 
to single-agent sunitinib with regard to ORR and 
PFS, with similar hazard ratios, although no OS 
advantage has been observed yet

> For patients with poor- or intermediate-risk disease, an 
IO-IO doublet (ipilimumab-nivolumab) is also a first-line 
option

> ESMO guidelines currently recommend a VEGF-
targeted TKI in the second line, but prospective data 
following a first-line regimen that includes an ICI are 
limited

– The combination of lenvatinib + pembrolizumab 
in this setting is associated with an ORR of 65% 
and PFS of 12.2 months

Evolving Paradigms for Metastatic RCC (1/3)
Presented by Manuela Schmidinger, MD 

Indirect Comparison of First-Line Trials



FACTORS IN FIRST-LINE TREATMENT SELECTION

> Drivers for selection between first-line 
regimens include the need for tumor 
shrinkage, as well as site and size of 
metastases, and toxicity profiles

– Signs of inflammation, such as high 
CRP levels, may indicate relative 
resistance to ICIs and suggest 
treatment with an IO-TKI combination

– Cabozantinib appears to be one of the 
few TKIs with some ability to 
penetrate the CNS

– Patients with mRCC with sarcomatoid 
features appear to do very well with 
ipi-nivo: median PFS and OS have 
not been reached in the CheckMate-
214 trial in this subset, with 5-year 
minimum follow-up

Evolving Paradigms for Metastatic RCC (2/3)
Presented by Manuela Schmidinger, MD 



TARGETING HIF1ɑ INVESTIGATIONAL FIRST-LINE TRIPLETS

> The HIF1ɑ inhibitor belzutifan is emerging as an important new 
active agent for mRCC

– In the LITESPARK-004 trial, belzutifan monotherapy 
produced an ORR of 64% in treatment-naive patients with 
VHL-associated mRCC

– In the LITESPARK-003 trial, the combination of belzutifan 
+ cabozantinib was associated with an ORR of 57% in 
treatment-naive patients with unselected clear cell mRCC, 
with median duration of 28.6 months and dramatic 
reduction in the number of required surgeries

> Triplet combinations (IO-IO-TKI) are also being investigated for 
first-line treatment

– However, while the COSMIC-313 trial comparing ipi-nivo ±
cabozantinib showed an improvement in PFS with 
cabozantinib (HR 0.73; P = .013), response rates were 
similar, and the triplet substantially increased toxicities 
(73% grade 3/4)

Evolving Paradigms for Metastatic RCC (3/3)
Presented by Manuela Schmidinger, MD 



Key Insights
Evolving Paradigms for Metastatic RCC



Experts Debated First-Line Treatment Options for Clear Cell 
mRCC (1/2)
FAVORABLE-RISK mRCC
IO-TKI doublets are preferred for favorable-risk mRCC, particularly when there is a high 
tumor burden (need to shrink), and/or signs of myeloid inflammation; the challenge is 
choosing between TKIs
> Axitinib tends to be favored for less aggressive disease, when angiogenesis appears to be 

the main driver
– The short half-life of axitinib is also perceived to be an advantage, because it can be 

stopped for surgery or to allow AEs to resolve
> Lenvatinib and cabozantinib are preferred for more aggressive, potentially resistant disease

– Cabozantinib is favored in patients with bone or brain metastases, as well as 
papillary mRCC

– Lenvatinib is perceived to be challenging for patients because it is associated with 
nausea/vomiting and loss of appetite

> Pragmatic signs of myeloid inflammation (in place of a gene signature) include elevated 
levels of C-reactive protein, thrombocytosis, and neutrophilia

Studies are needed to determine if the TKI component of IO-TKI doublets can be 
discontinued after some interval in responding patients
> One expert suggested a trial randomizing patients to discontinuation of the TKI or not after 

6 months of treatment with an IO-TKI regimen
> Markers are needed to identify those patients who will do well while on a treatment break 

vs those whose disease will progress quickly 

Dr Dreicer:
I think, among the questions we should 
begin to ask, are these sort of 
pragmatic issues: do we need to give 
TKIs forever, or can we get the benefit 
of the objective antitumor activity early 
on and then take advantage of the IO-
based therapy?

“
“



Experts Debated First-Line Treatment Options for Clear Cell 
mRCC (2/2)
INTERMEDIATE/POOR-RISK mRCC
An IO-IO doublet is generally preferred for fit patients with intermediate/poor-risk mRCC 
with a low tumor burden, and/or sarcomatoid features 
> In both the US and Europe, ipi-nivo is used primarily by academic oncologists; community 

physicians worry about managing the immune-related side effects
– However, experts noted that TKI-associated hypertension can be difficult to manage 

in some patients
– In addition, ipi-nivo is perceived to be very tolerable once ipilimumab is discontinued

> The potential for a treatment-free interval after 2 years of nivolumab in responding patients 
is a key benefit with this regimen

Dr Schmidinger:
We would have maybe considered it a 
strategy for very well-selected patients 
if we had seen some outstanding, let's 
say, complete responses. But 
[COSMIC-313] was just so much below 
what I had expected, so I don't think it 
has much of a future.  Although I think 
we should keep going on and 
investigating triplets, but that was 
obviously not the ideal situation, the 
ideal strategy.

“

“

IO-IO-TKI TRIPLETS
Data to date with triplet IO-IO-TKI regimens have been disappointing, showing 
increased toxicity without a substantial increase in efficacy
> Experts still consider triplets worth exploring, but noted that ipi-nivo is rarely used in the 

community because of toxicity concerns, so a triplet would need to demonstrate a dramatic 
increase in efficacy to offset increased side effects

> Belzutifan, an oral HIF1α inhibitor, appears to be easier to combine with other drugs
– Concerns over hypoxia with this agent have decreased, and anemia is perceived to 

be manageable



Experts Considered Treatment Holidays and Other Treatment 
Options for mRCC
TREATMENT HOLIDAYS AND LATER-LINE OPTIONS
Drug holidays tend to be used in Europe, particularly in academic centers, but less so in 
the US, especially with clinicians in the community who may not have much experience 
with RCC
> The STAR study showed cancer returned more rapidly in patients who took a treatment 

break compared with continual treatment 
– Although overall outcomes were similar between arms, progression during the break 

was associated with increased anxiety, which negatively impacted QOL in the 
intermittent therapy arm

> mTOR inhibitors are rarely used as single agents any longer, but the combination of 
everolimus + lenvatinib is viewed favorably

Dr Powles:
It is really important when we explore 
things in cancer, with the limited 
bandwidth we have for research, that 
we don't ask the same question over 
and over again. . . . I think we've had 
lots of go’s at IL-2. I don't think it's been 
successful. I think there are better 
targets. I think we should move on.

“
“IL-2
Experts do not see a future at this time for novel IL-2 formulations in mRCC, noting the 
negative results from the phase III PIVOT-09 trial of bempegaldesleukin + nivolumab vs 
sunitinib 
> While a highly selected subset of patients may benefit from high-dose IL-2, it is not clear 

how to identify these patients
– Experts speculated that these patients may also be the ones deriving long-term 

benefit from ipi-nivo



Neo/Adjuvant Treatment 
of RCC



ADJUVANT THERAPY for ccRCC: TKIs

> Numerous trials evaluated TKIs in the 
adjuvant setting for high-risk RCC, but 
only the S-TRAC trial showed a DFS 
benefit for 1 year of sunitinib (HR 0.76;   
P = .04)

– There was no difference in OS in 
the S-TRAC trial

– Sunitinib was associated with 
increased toxicity and lower QOL 
scores

– Adjuvant sunitinib is approved by 
the FDA in the US, but has not 
been approved by the EMA in 
Europe

Neo/Adjuvant Treatment of RCC (1/3)
Presented by José Pablo Maroto Rey, MD, PhD 



ADJUVANT THERAPY for ccRCC: IMMUNE CHECKPOINT INHIBITORS

> KEYNOTE-564 comparing adjuvant 
treatment with 1 year of pembrolizumab vs 
placebo for high-risk RCC or resected M1 
disease showed a significant improvement 
in DFS (HR 0.63; P <.0001)

– Patients with the worst prognosis (M1 
NED) appeared to derive the greatest 
benefit from adjuvant pembrolizumab

– OS data are still immature
> Three other trials evaluating ICIs recently 

reported negative results (IMmotion010, 
CheckMate-914, and PROSPER)

– The RAMPART trial evaluating 
durvalumab and tremelimumab, and 
LITESPARK trial evaluating belzutifan 
and pembrolizumab, in the adjuvant 
setting are still ongoing

Neo/Adjuvant Treatment of RCC (2/3)
Presented by José Pablo Maroto Rey, MD, PhD 



BIOMARKERS CYTOREDUCTIVE NEPHRECTOMY

> Biomarkers to select patients and predict benefit for adjuvant 
therapy are being investigated, but to date none of these 
assays are ready for routine clinical use

– Gene signatures that identify molecular subtypes have 
shown promise; for example, an angiogenic signature 
appears to correlate with TKI sensitivity, while an 
inflammatory signature may predict benefit from ICIs

> The use of cytoreductive nephrectomy (CN) for mRCC appears to 
be decreasing

– The value of CN in the era of more-effective systemic 
therapies remains an open question

• Several ongoing trials, including NORDIC-SUN, 
PROBE, and Cyto-KIK, are investigating the potential 
role of CN in the context of immunotherapies for mRCC 

Neo/Adjuvant Treatment of RCC (3/3)
Presented by José Pablo Maroto Rey, MD, PhD 



Key Insights
Neo/Adjuvant Treatment of RCC



Experts Debated Adjuvant Therapy for High-Risk RCC and 
Future Directions for Research
ADJUVANT ICI TRIALS
KEYNOTE-564 showed a clear DFS benefit for adjuvant pembrolizumab; OS is immature 
but trending in the right direction
> Experts agreed the pembrolizumab data should be discussed with appropriate patients, 

particularly those with M1 NED or very-high-risk stage 3 disease
– Potential toxicities, as well as the negative data from other comparable adjuvant 

trials, need to be discussed with patients as well
> Currently there are no data to guide the management of patients who recur on or after 

adjuvant pembrolizumab

Results from 3 negative phase III adjuvant IO trials (IMmotion010, CheckMate 914, 
PROSPER) were presented at ESMO 2022
> Experts do not have an explanation why these trials were negative while KN-564 was 

positive, and this makes adjuvant decision-making more complicated
– Differences in eligibility criteria and patient populations may have contributed 

> There are no clear next steps in the (neo)adjuvant setting
– Experts recommended against launching more phase III trials until current successes 

and failures are better understood
– Smaller randomized phase II studies may be better suited for this purpose, 

particularly with newer classes of investigational agents
– Future trials should focus on patients with M1 disease NED post-nephrectomy, very-

high-risk stage 3 disease, and/or sarcomatoid disease

Dr Powles:
I am convinced that the pembrolizumab 
study, the positive trial, has an 
impressive disease free-survival 
advantage and has a trend towards 
overall survival. But the other negative 
trials make this much more 
complicated.

“
“



Experts Discussed Cytoreductive Nephrectomy and 
Individualization of Therapy
CYTOREDUCTIVE NEPHRECTOMY
Overall, use of CN for patients with mRCC is decreasing
> Experts agreed that the decision needs to be individualized, and CN may still be beneficial 

in some patients
– Some experts currently limit use to symptomatic patients, or those with very large 

local tumors and limited systemic disease
– Others favor more liberal use – favorable risk, with the bulk of disease in the kidney 
– All agreed that its use should be limited in patients with poor-risk disease, though 

intermediate-risk disease should be evaluated on a case-by-case basis
– Use of CN appears to be more restricted in Europe than in the US

Dr Maroto Rey:
We need to select the patients carefully 
for a nephrectomy or not for a 
nephrectomy, considering individually 
each patient and the nature of their 
disease.

“ “
BIOMARKERS FOR PATIENT SELECTION
Biomarkers to identify patients who benefit from adjuvant therapy are needed
> There is a potential role for prognostic genomic assays to make decisions post-

nephrectomy, and numerous assays are in development, but the best assay still needs to 
be determined and validated



Current and Future 
Management of Non-clear 
Cell RCC



CURRENT AND EMERGING OPTIONS FOR PAPILLARY mRCC

> Papillary RCC remains an area of pressing unmet needs, 
with response rates to single-agent therapy <30%, and 12-
month PFS rates of 40%

– Cabozantinib is currently the preferred first-line 
regimen for advanced papillary RCC, on the basis of
the PAPMET trial showing superiority over sunitinib 
(N = 44/46; ORR: 23% vs 4%; PFS: 9.0 months vs 
5.6 months; OS: 20 months vs 16 months)

– Single-agent pembrolizumab was associated with a 
55% reduction in tumor burden in the non-clear cell 
cohort of KEYNOTE-427, with a median PFS of 4.1 
months and 12-month OS of 72%

> Combinations of VEGF-targeted TKIs and ICIs have been 
associated with more-robust ORRs 

– Cabozantinib-atezolizumab (47%)
– Cabozantinib-nivolumab (47%) 
– Lenvatinib-pembrolizumab (48%)

> There is currently no role for adjuvant pembrolizumab for 
papillary RCC

Current and Future Management of Non-clear Cell RCC (1/2)
Presented by Thomas Powles, MD, MRCP, MBBS

PAPMET Randomized Phase II Study



MET-DRIVEN PAPILLARY RCC

> Approximately 30% of patients with papillary 
renal cancer have alterations to MET

> The SAVOIR trial comparing the MET-targeted 
inhibitor savolitinib vs sunitinib in MET-altered 
papillary RCC showed trends toward 
improved PFS (HR 0.71; P = .31) and OS (HR 
0.51; P = .11) that did not meet significance 
because the trial was closed early due to poor 
accrual 

> The combination of savolitinib + durvalumab 
produced an ORR of 53% in MET-driven 
papillary RCC

– The phase III SAMETA trial is comparing 
this combination vs durvalumab or 
sunitinib alone in MET-altered advanced 
papillary RCC

Current and Future Management of Non-clear Cell RCC (2/2)
Presented by Thomas Powles, MD, MRCP, MBBS



Key Insights
Current and Future Management of Non-clear 
Cell RCC



Experts Discussed Evolving Treatment Paradigms for 
Papillary mRCC
CURRENT TREATMENT OPTIONS
Cabozantinib is the preferred first-line option, on the basis of results of the PAPMET trial
> Pembrolizumab is also considered a reasonable option, on the basis of KN-427

IO-TKI combinations look promising (eg, savolitinib + durvalumab, cabozantinib + 
atezolizumab or nivolumab, or lenvatinib + pembrolizumab), with ORRs approaching 
50% in single-arm studies
> While data from randomized trials would be preferable, from a pragmatic perspective experts 

consider the available data supportive for discussing these combinations with patients 

There is also interest in the phase III trial comparing ipi-nivo vs sunitinib

Dr Powles:
I think we should be focusing more on 
MET because MET is a target and 
savolitinib is not the only MET inhibitor. 
And I think we should continue to 
pursue that. And then I also think we 
should be testing completely novel 
agents in this environment, ranging 
from cellular therapies to novel 
targeted therapies. 

“
“FLUCICLOVINE F18 AND FDG-PET
Data from mutational analyses of papillary RCC are conflicting; some show a low tumor 
mutational burden, and others show more of an intermediate mutational profile

Experts consider MET to be an important target in papillary RCC that should be 
explored further, potentially with other MET inhibitors
> Experts expressed enthusiasm for the SAMETA trial of savolitinib + durvalumab



Experts Considered Therapeutic Options for Other Rare 
Subtypes of RCC
CHROMOPHOBE RCC
There is no clear standard treatment, and this is an area of clear unmet need
> This subtype is very heterogeneous, with some very aggressive tumors and others that are 

much more indolent
> Sunitinib and mTOR inhibitors are considered reasonable options, and surgery or 

observation may be appropriate for some patients with slow-growing disease
– IO therapy does not appear to be effective in this subtype

Phase I trials are considered a good option for these patients and those with other rare 
RCC subtypes, and may provide new leads for investigation

Dr Dreicer:
I approach this after frontline therapy 
as a disease for which there is no 
standard of care, and investigational 
therapies, even if it's not chromophobe 
trials, are certainly reasonable.

“ “
SARCOMATOID RCC
This subtype of RCC is exquisitely sensitive to immune checkpoint inhibitors, and these 
agents have dramatically improved outcomes for this subset of patients



Diagnosing and Managing 
Localized/Locally Advanced 
Prostate Cancer 



INITIAL MANAGEMENT OF LOCALIZED PROSTATE CANCER

> The goal of early detection should be to find 
clinically relevant cancers, not to find 
candidates for active surveillance

– Initial diagnosis should be made on 
the basis of a minimum 12-core 
biopsy

> Molecular or genomic assays can be useful 
with initial biopsies to identify clinically 
significant cancers, and to determine whom 
to rebiopsy after a negative biopsy

– Other assays can be useful for 
determining which patients need 
interventional therapy vs those who 
are candidates for active surveillance

> Results from risk-assessment assays 
should be used in conjunction with other 
parameters such as PSA, Gleason score, 
etc, and not as a stand-alone decision tool

Diagnosing and Managing Localized/Locally Advanced Prostate 
Cancer (1/3)
Presented by E. David Crawford, MD



ACTIVE SURVEILLANCE FOCAL THERAPY

> For patients on active surveillance, there are variations in follow-
up but typically it includes PSA monitoring every 3–6 months, 
MRI within the first year and then every 2–3 years, and repeat 
targeted biopsies

– 5-alpha reductase inhibitors may also be used to shrink an 
enlarged prostate; some studies have suggested these 
agents may prevent or eliminate low-grade cancers

> MRI is considered useful for negative biopsies, primary biopsy, 
active surveillance, and staging

– 2022 AUA guidelines recommend using MRI for men on 
active surveillance for risk stratification, but note that this 
should not replace periodic biopsies

> Interest in focal therapy for localized prostate cancer has 
increased recently, and there are a number of different 
modalities that can be used

– Accurate identification of the target is essential for focal 
therapy to be successful

– Optimal candidates are those with
• Unifocal
• Clinically significant disease

 >0.5 cm3 or CCL ≥6 mm
 ≤4+3 (GGG3)

• Isolated from vital structures
• MR visible
• Absence of high-risk features

Diagnosing and Managing Localized/Locally Advanced Prostate 
Cancer (2/3)
Presented by E. David Crawford, MD



ADT + RADIATION

> For patients with high-risk disease, ADT 
alone has been shown to be insufficient, 
and should be used in conjunction with 
radiation

– While longer durations of ADT 
have been shown to be superior 
to shorter durations, there is a 
trend to reduce the amount of 
radiation used

– An emerging trend is the use of 
artificial intelligence to utilize 
baseline information along with 
histology slides to be able to 
prognosticate and predict which 
patients do or do not need ADT + 
radiation

Diagnosing and Managing Localized/Locally Advanced Prostate 
Cancer (3/3)
Presented by E. David Crawford, MD 



Key Insights
Diagnosing and Managing Localized/Locally 
Advanced Prostate Cancer 



Experts Discussed the Initial Diagnosis and Management of 
Men With Localized Prostate Cancer
DIAGNOSTIC TOOLS
PSA is considered a good initial screening method, although it is influenced by the size 
of the prostate
> “Informed decision” is perceived to be a barrier to routine PSA screening; experts noted 

that physicians do not have to obtain informed consent before taking blood pressure to 
screen for hypertension, or checking cholesterol levels, etc

For further evaluation, random transrectal biopsies are still considered superior to 
targeted biopsy
> There is a movement toward transperineal biopsies, due to the risk of infection associated 

with transrectal biopsy
> Molecular and genomic tests are considered useful after PSA screening and initial biopsy 

for helping to identify patients with clinically significant prostate cancers
> MRI is considered a good test, but it is not sufficient by itself

– MRI misses lesions ~25% of the time, especially small lesions
– MRI-targeted biopsies may miss cancerous cells in other areas of the prostate

Dr Crawford:
They don't get permission for 
hypertension to check your blood 
pressure. When do they talk to you? 
When it's abnormal. And I think the 
same thing should apply with PSA. 
We're making too much out of this. We 
just need to handle it better.

“
“

ACTIVE SURVEILLANCE
There are many different approaches to following patients on active surveillance
> The monitoring strategy needs to be individualized on the basis of factors such as volume, 

number of biopsies, whether there is an identifiable lesion, etc
> PSA velocity is not considered useful in this setting



Experts Debated Treatments Options and Related 
Considerations for Localized Prostate Cancer
HORMONAL THERAPY
Some experts have added a next-gen AR inhibitor to ADT-RT for patients with nodal 
disease, on the basis of the STAMPEDE data
> Experts suggested exploring more-intensive regimens (ADT + AR inhibitor + RT) for shorter 

periods of time compared with the current standard ADT-RT regimens

The relationship between testosterone recovery and outcome needs to be better 
understood
> Experts noted that many patients in the pivotal ADT-RT trials never regained normal 

testosterone levels; key determinants may be age, weight, and exercise
– Measurement of testosterone levels should be incorporated into clinical trials in this 

population, and in routine clinical practice
> Testosterone recovery can also provide prognostic information – if testosterone levels go 

up and PSA stays low, it is a good indication that the patient will not relapse
> Experts also suggested studies to investigate adding back testosterone after a 

predetermined interval

Dr Petrylak:
The question is the time duration 
because I've seen testosterone levels 
stay in the 2–300 range for a year or 2 
and all of a sudden, patients escape
and you see the PSA go up. So we still 
don't understand what the mechanism 
is of the fire igniting with testosterone 
being present, maybe more than 1 
factor that's needed.

“
“

FOCAL THERAPY
Focal therapy can be beneficial if the target is accurately identified
> Utilizing multiple methods, such as MRI, needle biopsy, and PET scans, increases 

accuracy



Treatment Paradigms for 
Advanced Prostate Cancer



mHSPC

> For patients with overt metastases that remain castration 
sensitive, treatment options include ADT + docetaxel or 
abiraterone or apalutamide or enzalutamide

– Results from the PEACE-1 and ARASENS trials 
showed that adding a next-gen antiandrogen 
(abiraterone or darolutamide, respectively) to ADT 
+ docetaxel significantly improved rPFS and OS 
outcomes

• In PEACE-1, an OS benefit appears confined 
to the high-volume subset

> Several ongoing trials are evaluating other intensification 
strategies for mHSPC

– PSMAddition: 177Lu-PSMA-617 combined with 
ADT-antiandrogen

– KEYNOTE-991: ADT-enzalutamide ±
pembrolizumab

– CAPItello-281: Capivasertib + abiraterone in 
PTEN-deficient mHSPC

– TALAPRO-3: Talazoparib + enzalutamide in DDR-
mutated mHSPC

Treatment Paradigms for Advanced Prostate Cancer (1/3)
Presented by Oliver Sartor, MD 

ARASENS OS (primary endpoint)
Smith MR, et al. N Engl J Med. 2022;386:1132-1142. 



OLIGOMETASTATIC PROSTATE CANCER

> There is interest in exploring de-intensified 
treatment options for patients with 
oligometastatic PC

– Robust responses have been 
observed with surgery and/or 
radiation for oligometastatic lesions

– A planned trial will evaluate SBRT ±
177Lu-PSMA-617 in patients with 
PSMA PET-positive oligometastases

• This approach could allow some 
men to avoid castration

Treatment Paradigms for Advanced Prostate Cancer (2/3)
Presented by Oliver Sartor, MD 

Radiation/Surgery for PSMA PET-Detected Oligorecurrent 
Disease (N = 23) (with no ADT)

Fendler WP, et al. JAMA Oncol. 2019;5:856-863.



NONMETASTATIC CRPC mCRPC

> PSMA PET imaging is redefining this subset of disease  
– 98% of patients with nmCRPC will have PSMA 

PET-positive disease, and 55% will have M1 
disease

> Current treatment options for patients with PSADT <10 
months include ADT + enzalutamide, apalutamide, or 
darolutamide

> A Chinese study reported dramatic PSA reductions 
following treatment with SBRT for patients with 
nonmetastatic PC by conventional imaging, but with 
PSMA- and FDG-PET–positive lesions 

> The major recent breakthrough for mCRPC was the introduction of 177Lu-
PSMA-617, on the basis of the VISION trial demonstrating rPFS and OS 
benefits 

– A recent analysis presented at ESMO 2022 showed that PSA 
decline at 12 weeks after initiation of treatment correlated with OS 
outcome

Treatment Paradigms for Advanced Prostate Cancer (3/3)
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Experts Discussed Evolving Treatment Paradigms for 
Nonmetastatic CRPC
NEXT-GENERATION AR INHIBITORS
Darolutamide is perceived to be the best tolerated of the next-gen AR inhibitors, but 
insurance coverage can be an issue
> There is some concern about the potential for cardiovascular events with abiraterone

– However, it was noted that the overall number of events in PEACE-1 was not much 
higher than in the control arm, and there were no additional cardiac fatalities in the 
abiraterone arm

From a practical standpoint, the definition of “castrate resistant” now includes failure of 
ADT and a next-gen AR inhibitor

Dr Sartor:
The castrate-resistant space is 
becoming a totally different place than 
when we started 20 years ago or 30 
years ago. Castrate resistant today in 
my clinic means you've already failed a 
novel hormone and ADT. It doesn't 
mean just ADT alone. 

“
“



Experts Debated Dose-Intensification for Metastatic Hormone-
Sensitive Prostate Cancer (mHSPC)
PEACE-1 AND ARASENS
PEACE-1 and ARASENS are clearly positive trials, showing benefit for adding a next-
gen AR inhibitor to ADT + docetaxel in patients with mHSPC, but the absence of an ADT 
+ AR inhibitor control complicates the interpretation and application of the results
> There is some concern that an OS benefit was observed in the high-volume, but not in the 

low-volume, subset in PEACE-1
– However, it was noted that the data are still immature in the latter subset, and rPFS 

benefit with the triplet was similar between subgroups

Clinical or biologic markers to identify patients who will benefit from triplet therapy are 
needed
> Benefit appears clearest in men with de novo high-volume disease

– The distinction between de novo and recurrent disease may be more important than 
low- vs high-volume disease, and may reflect differing biologies

> Genomic analysis of the PEACE-1 trial is underway

Dr Fizazi:
In PEACE-1, for patients with low 
volume, simply, the jury is out. If you 
look at the rPFS, the magnitude of the 
benefit is pretty much the same for 
high-volume and low-volume men in 
both cases, favoring the triple 
treatment.

“
“



Experts Discussed the Role of Radioisotopes for mCRPC

177-Lu-PSMA-617
> The current shortage of 177-Lu-PSMA-617 is a critical issue in the clinic
> Experts find the data correlating PSA response with survival outcomes in VISION 

compelling
> It is unclear where the ideal niche is for 177-Lu-PSMA-617, and data from ongoing trials in 

earlier lines of therapy are needed
– A press release indicated that the PSMAfore trial comparing 177-Lu-PSMA-617 vs a 

switch in AR inhibitor in the taxane-naive mCRPC space was positive
> Data are needed on the long-term safety of 177-Lu-PSMA-617, particularly with regard to

rates of myelodysplasias and leukemias

Dr Petrylak:
The shortage [of 177-Lu-PSMA-617] is 
a critical issue right now.  And perhaps 
after 2 cycles, if somebody's not having 
a PSA drop, we should be thinking 
about other agents, especially if they 
have other objective parameters of 
nonresponse or progression.

“
“RADIUM-223
> Ra-223 is still being used, particularly for patients who do not qualify for anything else
> The optimal role of Ra-223 in the current treatment landscape needs to be better 

understood
– There is substantial enthusiasm for the DORA trial evaluating Ra-223 in combination 

with docetaxel, and PEACE-3, which is evaluating Ra-223 in combination with 
enzalutamide, with the support of bone-targeted agents



Experts Considered Current Biomarkers for mCRPC

STANDARD BIOMARKER TESTING
Experts indicated they typically test for DNA repair gene mutations and MSI/TMB status
> Although only 3%–6% of patients with mCRPC have MSI- or TMB-high tumors, responses 

to pembrolizumab can be dramatic in these patients
> One expert noted that it is important to test the tumor for mutations, and not to stop with 

germline mutations, in order to not miss something treatable

Dr Sartor:
Once you're mismatch repair deficient, 
and that might be MSI high, high TMB, 
that drives the case. BRCA can just be 
incidental in those MSI-high tumors. . . 
. You need to look at the tumor. You 
can't just look at BRCA; there's more to 
the story. 

“
“



Investigational Therapies for 
Metastatic CRPC



BiTEs

> Bispecific T-cell engagers (BiTEs) are molecules that 
bind to an immune effector cell (typically T cells) and 
to a tumor antigen, with a linker in between

– Challenges with BiTEs are that they can be 
very short-lived, and they have been associated 
with serious toxicities, such as cytokine release 
syndrome (CRS) and the development of 
antidrug antibodies (ADAs)

– Several anti-PSMA BiTEs have been evaluated 
in phase I/II studies in mCRPC, and have 
shown some evidence of activity in terms of 
PSA declines and in some cases, radiographic 
responses, but durability was limited

– A phase I/II trial of a PSMA-directed BiTE 
(REGN5678) + the anti–PD-1 mAb cemiplimab 
showed robust PSA declines in some patients, 
but serious immune-related AEs were reported

Investigational Therapies for Metastatic CRPC (1/3)
Presented by Susan Slovin, MD, PhD 

Response to Anti-PSMA BiTE Pasotuxizumab



CAR T CELLS

> Preliminary results with prostate stem cell 
antigen (PSCA)-directed CAR T cells 
showed evidence of activity, but responses 
were short-lived

– Newer CAR T-cell platforms are being 
developed, including one that uses 
transposons rather than retroviral 
vectors, resulting in a CAR T product 
composed of a high percentage of 
stem cell memory T cells (TSCM) 

• An anti-PSMA CAR T cell using 
this system was shown to 
induce dramatic responses in 
patients with mCRPC that 
appeared durable, although 
there were some reports of 
grade 3 CRS

Investigational Therapies for Metastatic CRPC (2/3)
Presented by Susan Slovin, MD, PhD 



PROTACs

> PROTACs (proteolysis targeting chimeras) are 
designed to co-opt the proteasome to degrade, 
rather than simply inhibit, target proteins

– This platform may be able to target 
previously undruggable oncoproteins

– Preliminary trial results showed that 
treatment with the AR PROTAC 
bavdegalutamide (ARV-110) dramatically 
lowered PSA levels in nearly half of patients 
with 2 mutant forms of AR

• Among 28 trial participants with 
either of these 2 genetic 
alterations (T878X or H875Y), 
13 had PSA reductions >50%; 3 
had PSA declines of 30%–50%

– However, current PROTACs do not appear 
to work against the AR-V7 mutant

Investigational Therapies for Metastatic CRPC (3/3)
Presented by Susan Slovin, MD, PhD 
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Experts Considered the Development of BiTEs and CAR T Cells 
in mCRPC
BiTEs
BiTEs can be short-lived, and the challenge is maintaining a sustained effect
> Antitumor effects have been seen with PSMA-targeted BiTEs in early-phase studies, but 

durability was suboptimal
> CRS and other immune-related AEs, as well as the development of ADAs, can also present 

challenges with some constructs
> Experts recommend focusing on alternate targets rather than PSMA because of the high 

bar set by 177-Lu-PSMA-617 with regard to both efficacy and safety
− Alternative targets have the potential to provide something that other available drugs 

for PC do not provide
− However, one expert noted that some patients are averse to receiving 177-Lu-PSMA-

617 because of the radiation involved

Dr Slovin:
For every molecule that we're studying, 
having companion imaging, precision 
imaging, is paramount to really 
assessing changes in the biology of the 
tumor. It's not enough to look, as far as 
I'm concerned, to a bone or a CT scan.

“
“

CAR T CELLS
CAR T cells targeting PSCA or PSMA have demonstrated preliminary activity, and some 
responses have been durable
> Constructs that generate memory T cells may produce more-durable responses 
> Grade 3 CRS remains an issue for some patients
> Allogeneic CAR T cells are also in development, which may allow for an off-the-shelf product



Experts Discussed ICIs and PROTACs for mCRPC

IMMUNE CHECKPOINT INHIBITORS
Immune checkpoint inhibitors (ICIs) in unselected patients with mCRPC are unlikely to 
be successful
> Prostate cancers in general do not appear to be associated with engaged infiltrating T cells

− However, ~2%–5% of tumors have existing T-cell infiltration and may be candidates 
for immunotherapies 

> Better biomarkers, better targets, and precision trials will be needed to move this field 
forward

− Experts advised against trials combining ICIs with other new agents for PC without a 
solid rationale and supporting data 

> Combinations with PARP inhibitors may be more effective in patients with higher 
neoantigen loads; trials are ongoing

− Timing of the combinations with regard to antigen release will be critical 

Dr Slovin:
The problem is that you can have all 
the antigen release you want, but at the 
end of the day, it's the strategy of 
timing, whatever the immune therapy 
is, to the antigen release. We don't 
know if it's immediate. We don't know if 
antigen release is days to weeks, and 
therefore it's hard to know exactly when 
to put that immune therapy in 
combination.

“

“PROTACs
> The AR protein degrader bavdegalutamide (ARV-110) dramatically lowered PSA levels in 

nearly half of patients with 2 mutant forms of AR in an early-phase trial
− Experts recommended focusing on a biomarker-selected population for future trials

> Newer PROTACs target a broader range of AR mutations, but to date none target the AR-
V7 mutation



Advances in Imaging 
Technologies for 
Genitourinary Cancers



PSMA-DIRECTED RADIOISOTOPE TRACERS FOR PROSTATE CANCER

> Currently there are 2 PSMA-targeted radioisotope 
tracers for PET imaging for prostate cancer: 68Ga-
PSMA-HBED-CC (aka PSMA11) and 18F-DCFPyL 
(aka PYL)

– Several other PSMA-specific tracers are in 
development, the most advanced of which is 18F-
rhPSMA-7.3

> PSMA PET imaging is currently approved in the US for 
initial staging for intermediate/high-risk prostate cancer, 
biochemical recurrence, identification of 
oligometastases, and selection for 177-Lu-PSMA-617 
therapy

– PSMA PET imaging is also being investigated for 
use as a response biomarker (not just for PSMA-
directed therapies), and for detection of 
oligometastases for metastasis-directed therapies

> PSMA PET imaging was shown to have prognostic 
value in the VISION trial, and both prognostic and 
predictive value in the THERA-P trial, of 177-Lu-PSMA-
617 in mCRPC

Advances in Imaging Technologies for GU Cancers (1/2)
Presented by Scott Tagawa, MD, FACP

Radiation to 
“Oligometastatic” Sites 
With PSMA PET Imaging



OTHER RADIOLABELED TRACERS IN DEVELOPMENT

> Another class of radioisotope tracers targets the CAIX 
protein, the most advanced of which is 89Zr-girentuximab 
(TLX250-CDx)

– The ZIRCON study evaluated 89Zr-girentuximab for 
the detection of ccRCC in patients with renal 
masses

• A press release indicated that the study met 
its primary endpoint, with a sensitivity of ≥84% 
and specificity of ≥84%; full data will be 
presented at an upcoming medical congress

– 89Zr-girentuximab is also being evaluated in breast 
cancer, bladder cancer, and other solid tumors

> Other potential targets for radioisotope imaging and/or 
theranostic pairs include STEAP1, CEACAM5, FAP, 
DLL3, and others

– DLL3 has shown promise for neuroendocrine PC, 
both as a target for imaging and for treatment
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Experts Discussed Practical Considerations Regarding PSMA 
PET Scans 
PRACTICAL CONSIDERATIONS – PET SCANS
PSMA PET imaging is perceived to be superior to 
conventional imaging

Experts do not discern a clinically relevant difference 
between the currently available PSMA PET tracers
> One expert indicated they have had cyclotron issues 

with the F-18 tracer; another has had issues getting 
the Ga-68 tracer

> A tracer that lacks true urine excretion would be 
desirable, and might be better in the setting of 
biochemical recurrence

Fluciclovine scans still have utility, particularly for 
assessing the prostate bed

Dr Crawford:
I think most of us agree that 
PET imaging has been one of 
the greatest advances in 
prostate cancer diagnostics in 
the last century.

“
“

Dr Sartor:
Overtreatment is a real concern 
with this molecular imaging, and 
I think we're going to have to do 
the trials to do it properly, 
otherwise it's going to run amok.

“
“



Experts Debated the Implications of PSMA PET Scans for 
Managing Patients With Prostate Cancer 
PATIENT MANAGEMENT CONSIDERATIONS WITH PSMA PET
The availability of highly sensitive PSMA PET imaging has complicated patient 
management, because finding metastases earlier does not necessarily translate to 
better outcomes
> There is concern about negatively affecting the natural history of the disease by 

overtreatment (ie, finding and treating disease earlier)
− Overtreatment of indolent disease could also unnecessarily expose the patient to 

serious complications such as heart disease or thromboembolic events 
− Randomized trials using PSMA PET as a diagnostic tool are necessary to determine 

how best to apply results to patient management, particularly implications for treating 
oligometastatic disease

• Questions that need to be addressed are whether all patients with PSMA PET-
detected oligometastatic disease require ADT, or whether some could be 
treated with radiation, and whether isolated nodal disease requires treatment 

Experts are concerned that community HCPs may be overreliant on PSMA PET for 
decision making, using it to replace conventional imaging, at all stages of disease
> Experts emphasized that other classic parameters such as PSA levels/velocity, Gleason 

score, etc, also need to be incorporated into the clinical management of patients
− Experts also stressed that the whole patient needs to be considered and treated, not 

just the spot on a scan

Dr Slovin:
Once a patient sees a PSMA scan that 
lights up in the absence of anything on 
a bone or a CT scan, the immediacy of 
doing something becomes paramount 
to how they're going to be dealing with 
their doctor. And this is getting to be 
more and more of a problem.

“
“
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