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Meeting Snapshot

DATE: 
June 11, 2024

PANEL: Key experts in 
GU malignancies
> 6 from US
> 1 from the UK

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

BLADDER AND PROSTATE 
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



Panel Consisting of 7 Global GU Cancer Experts
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Meeting Agenda
Time (EDT) Topic Presenter
10.00 AM – 10.05 AM Welcome and Introductions Daniel Petrylak, MD
10.05 AM – 10.10 AM Bladder Cancer Part 1 – Non–Muscle-Invasive Disease Mark Tyson, MD, MPH
10.10 AM – 10.25 AM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD
10.25 AM – 10.35 AM Bladder Cancer Part 2 – Muscle-Invasive Disease Joaquim Bellmunt, MD, PhD

10.35 AM – 10.55 AM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

10.55 AM – 11.05 AM Bladder Cancer Part 3 – Advanced/Metastatic Disease Thomas Powles, MBBS, MRCP, MD
11.05 AM – 11.30 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD
11.30 AM – 11.40 AM BREAK

11.40 AM – 11.55 AM
Prostate Cancer Part 1 – Hormonal, Cytotoxic, and 
Targeted Therapies David Crawford, MD

11.55 AM – 12.20 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

12.20 PM – 12.30 PM Prostate Cancer Part 2 – Radioligands Scott Tagawa, MD, FACP, FASCO
12.30 PM – 12.55 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD
12.55 PM – 1.00 PM Wrap-Up and Closing Remarks Daniel Petrylak, MD



Conference Highlights
Bladder Cancer Part 1 – Non–Muscle-Invasive 
Disease



CORE-001: Phase II Study of Cretostimogene Grenadenorepvec (CG) + 
Pembrolizumab in BCG-Unresponsive, High-Risk NMIBC With CIS
Li R, et al. ASCO 2024. Abstract 4601

STUDY POPULATION AND METHODS
> 35 pts with BCG-unresponsive high-risk NMIBC with CIS
> Pts received 1-2 cycles of CG induction (6 weekly intravesical 

instillations) followed by 3 weekly maintenance doses at months 3, 
6, 9, 12, and 18, with pembrolizumab q6w for 2 years

EFFICACY OUTCOMES
> 83% of pts experienced a CR at any time
> 57% CR rate at 12 months
> 54% CR rate at 24 months
> Median DOR has not been reached but exceeds 21 months
> 7 pts underwent cystectomy, but none had progression to MIBC

EXPERT CONCLUSIONS
> These results support the hypothesis that combination therapy with pembrolizumab and CG could act synergistically, with very impressive 

topline numbers for complete response rates
> The safety profile of the 2 agents in combination does not appear to be any worse than either agent used as monotherapy

SAFETY PROFILE



BOND-003: Phase 3 Study of Intravesical Cretostimogene 
Grenadenorepvec for BCG-Unresponsive, High-Risk, NMIBC With CIS
Tyson MD, et al. AUA 2024. Abstract P25-2

STUDY POPULATION AND METHODS
> 182 pts with BCG-unresponsive high-risk NMIBC

– Cohort C: NMIBC with CIS (N=112)
– Cohort P: papillary-only NMIBC (N=70)

> Pts received 1-2 cycles of induction with CG monotherapy, 
followed by maintenance CG for up to 3 years

OUTCOMES
> 75% of pts had a CR at any time
> 83% of CRs were durable beyond 1 year
> 93% rate of cystectomy-free survival
> 97% PFS at 12 months
> No grade 3 TRAEs

EXPERT CONCLUSIONS
> Very impressive data for monotherapy, and perhaps one of the most well-tolerated drugs in this space

– For pts in whom it works, it actually works quite well
> The high CR rate with reinduction speaks to the oncolytic immunotherapeutic mechanism of action, very similar to BCG, where there is a 

switch from the innate to the adaptive immune system with a second induction course

SAFETY PROFILE



TAR-200 in Patients With BCG-Unresponsive High-Risk Nonmuscle-
Invasive Bladder Cancer: Results From SunRISe-1 Study
Jacob J, et al. AUA 2024. Abstract P25-1

STUDY POPULATION AND METHODS
> 85 pts with BCG-unresponsive high-risk NMIBC
> Pts received treatment with the gemcitabine-eluting intravesical 

“pretzel” TAR-200 q3w for 6 months, then q12w for 2 years

OUTCOMES
> 83% of pts had a CR at any time
> 76% CR rate at 6 months
> 62% CR rate at 12 months
> 98% rate of cystectomy-free survival
> No progression to MIBC

EXPERT CONCLUSIONS
> At a topline analysis, efficacy data look very good for a monotherapy; the side effect profile is typical of an intravesical agent
> No progression to MIBC is an important and encouraging observation for these pts for whom radical cystectomy is the standard of care

SAFETY PROFILE



Key Insights
Bladder Cancer Part 1 – Non–Muscle-Invasive 
Disease



Experts Discussed Emerging Data From Trials of Novel 
Intravesical Agents and Combinations for NMIBC
CRETOSTIMOGENE GRENADENOREPVEC
Results of the BOND-003 and CORE-001 trials of cretostimogene 
grenadenorepvec alone or in combination with IV pembrolizumab, respectively, 
for patients with BCG-unresponsive high-risk NMIBC demonstrated robust and 
durable activity
> CG + pembrolizumab is perceived to be the leader among current and emerging 

intravesical therapies, based on the high CR rates, but this could change as long-
term data emerge from other ongoing studies

> Some experts questioned the value of adding pembrolizumab, noting the difference 
in CR rates at any time was only 8%

– Longer-term landmark data from both trials are needed to determine whether 
pembrolizumab substantially improves response durability

TAR-200
The gemcitabine-eluting intravesical pretzel TAR-200 is also perceived to have 
robust activity and good tolerability

Dr Tyson (on CG and TAR-200):
For BCG-unresponsive disease, it's a no-
brainer and these patients are heading 
towards cystectomy, so the more drugs 
the better. So, I think there's plenty of 
room for multiple options in that space.

“
“



Experts Considered the Landscape of BCG-Resistant NMIBC 
and the Evolving Role of Intravesical Therapies
AN EXPANDING ARMAMENTARIUM
Intravesical therapies for BCG-resistant NMIBC have been game-changers, and 
there is room for multiple agents because these patients would otherwise be 
destined for cystectomy
> The data showing no or minimal progression to MIBC with newer intravesical 

agents are considered very encouraging, suggesting it is safe to avoid cystectomy 
from a cancer-control perspective

> Importantly, intravesical agents have demonstrated very good tolerability, with 
safety profiles that are perceived to be comparable with BCG

> Choosing between intravesical agents in the clinic – short-term – will be based 
largely on tolerability and convenience rather than on small differences in response 
rates

> Ultimately there is a need to determine which intravesical agents work best in which 
patients, and how to best sequence these agents

– Molecular markers are needed to select agents for individual patients, and 
correlative data from ongoing trials will be informative

Dr Petrylak:
The real question is what molecular 
markers can we start thinking about in 
terms of drug selection? I think that's 
really what the approach is going to have 
to be in the future.

“
“



Experts Speculated on the Potential of Novel Intravesical 
Agents in BCG-Naive NMIBC
CHALLENGING BCG
Challenging first-line BCG for NMIBC is becoming more plausible, particularly for 
high-risk patients, due to the BCG shortage and the impressive efficacy and 
safety of these new intravesical agents
> Several comparative first-line trials in NMIBC are already ongoing, including

– SunRISe-3: TAR-200 ± cetrelimab vs BCG
– PIVOT-006: CG vs observation following TURBT for intermediate-risk NMIBC
– CORE-008: CG in high-risk, BCG-naive and BCG-exposed NMIBC

> The magnitude of improvement that would be needed for a new agent to unseat 
BCG in the first-line setting depends on the availability of BCG, because it is so 
inexpensive – if BCG were readily available, a greater improvement in CR rates 
and/or durability would be needed than if the BCG shortage continues

Dr Crawford:
I think we've got to start moving these 
[novel intravesical agents] forward in the 
therapy, particularly in high-risk patients.

“ “



Conference Highlights
Bladder Cancer Part 2 – Muscle-Invasive Disease



Avelumab as Neoadjuvant Therapy in Muscle-Invasive Urothelial 
Carcinoma (MIUC): Survival Data of AURA Trial, Oncodistinct 004
Blanc J, et al. ASCO 2024. Abstract 4516

STUDY POPULATION AND METHODS
> Pts with cisplatin-ineligible MIBC received neoadjuvant therapy 

with either avelumab monotherapy (A; N=29) or paclitaxel + 
gemcitabine + avelumab (PG-A; N=29)

OUTCOMES
> pCR rates were 32% with A and 14% with PG-A
> 12-mo EFS was 64% with A and 60% with PG-A
> 12-mo OS was 79% with A and 82% with PG-A
> Demonstration of pCR was associated with longer OS

EXPERT CONCLUSIONS
> In these unfit pts, the results were not acceptable, and do not compare favorably with the results observed in the cisplatin-eligible population 

(For context: pCR rates were 58% with A + ddMVAC and 52% for A + Gem-Cis in a cisplatin-eligible population)
> On the basis of this trial, it is evident avelumab alone or in combination does not produce sufficient results to move forward in this population

EVENT-FREE SURVIVAL (CIS-INELIGIBLE COHORT)



Perioperative Sacituzumab Govitecan ± Pembrolizumab for Patients With 
MIBC: SURE-01/02 Interim Results
Cigliola A, et al. ASCO 2024. Abstract LBA4517

STUDY POPULATION AND METHODS
> 31 cisplatin-ineligible pts with MIBC received neoadjuvant 

treatment with sacituzumab govitecan (SG)
– 18 pts completed treatment with pCR assessment

OUTCOMES
> 6 of the first 8 pts experienced grade 3/4 neutropenia, with 1 

treatment-related grade 5 event (sepsis); 4/8 pts experienced 
grade 3/4 diarrhea

– A protocol amendment reduced the dosage of SG from 10 
mg/kg to 7.5 mg/kg, with G-CSF prophylaxis

> 11 pts underwent radical cystectomy, and 7 refused cystectomy 
and received reTURBT

> yp (post-therapy) T0N0 rate was 47.6%

EXPERT CONCLUSIONS
> The most important thing is the protocol amendment. SG, at the dose that is usually used, cannot be given in this setting
> It is very important to pay attention to what is happening in terms of grade 5 toxicity in all these neoadjuvant trials with unfit pts, because they 

are potentially curable with cystectomy

PATHOLOGIC RESPONSE RATES



EV-103: Neoadjuvant Enfortumab Vedotin Monotherapy in Cisplatin-
Ineligible Patients With MIBC – 2-Year EFS and Safety Data for Cohort H
O’Donnell PH, et al. ASCO 2024. Abstract 4564

STUDY POPULATION AND METHODS
> 22 cisplatin-ineligible pts with MIBC received treatment with 

neoadjuvant enfortumab vedotin (EV) monotherapy
– 19 pts completed all 3 cycles

OUTCOMES
> 8 pts (36%) had a pCR, 6 remain disease free
> 2-yr EFS rate: 62%

– Median EFS has not been reached in pts with pCR; median 
EFS is 18.8 months in those without pCR

> There were three grade 5 events, deemed unrelated to EV 

EXPERT CONCLUSIONS
> Results from ongoing phase III trials are needed to determine the best role for EV in pts with MIBC
> It is known that unfit pts are high-risk, but the rate of deaths during these trials is something that requires monitoring

EVENT-FREE SURVIVAL BY pCR STATUS



A Phase II Trial of Toripalimab Combined With Cisplatin Plus Gemcitabine 
as Neoadjuvant Treatment for Muscle-Invasive Bladder Cancer
Yang R, et al. ASCO 2024. Abstract 4596

STUDY POPULATION AND METHODS
> 27 cisplatin-eligible pts with MIBC received neoadjuvant treatment 

with gem-cis + toripalimab

OUTCOMES
> The ORR was 63% and the pCR rate was 40%
> 18 pts (67%) underwent diagnostic transurethral resection or 

biopsy and retained their bladder
> 3-yr DFS: 78%
> The most frequent any-grade AEs were nausea (63%), pruritus 

(33%), and fatigue (27%)
– There were two grade 3 AEs: proteinuria and 

thrombocytopenia
– There were no grade ≥4 AEs

EXPERT CONCLUSIONS
> These results are similar to other trials that have evaluated a PD-1 inhibitor + chemotherapy

RESPONSE RATES



Atezolizumab Concurrently With Radiotherapy in Patients With MIBC: 
Interim Analysis of the ATEZOBLADDER-PRESERVE Phase II Trial
Calvo OF, et al. ASCO 2024. Abstract 4592

STUDY POPULATION AND METHODS
> 39 pts with MIBC in clinical stages cT2-T4aN0M0 who were not 

candidates for radical cystectomy
> Pts received 6 doses of atezolizumab from day 1 of EBRT 

and 60 Gy of RT in 30 fractions over 6 weeks at 2 Gy/day

OUTCOMES
> 26 pts had a pCR at the safety visit; none underwent cystectomy

> 7 pts did not undergo pathologic assessment at the safety 
visit and 6 pts did not attend the safety visit

> The most common AEs were asthenia (21 pts) and diarrhea (17 
pts); 2 pts died on study (1 due to an SAE and another attributed 
to atezolizumab-related acute kidney injury)

EXPERT CONCLUSIONS
> These were very preliminary data on the use of immunotherapy and radiation therapy, and results were not provided on event-free survival or 

long-term bladder preservation, so it is difficult to assess this approach at this time

STUDY DESIGN



Comparing Treatment Modalities for T2N0M0 MIBC: A Propensity Score 
Analysis With the National Cancer Database
Pieretti A, et al. ASCO 2024. Abstract 4604

STUDY POPULATION AND METHODS
> Database analysis of 4246 pts with stage II T2N0M0 MIBC treated 

between 2010 and 2017
– Pts were treated with neoadjuvant chemotherapy (NAC) 

followed by surgery (RC), RC alone, or bladder preservation 
with chemoradiation therapy (BPCRT)

OUTCOMES
> In low-risk pts, OS with RC was equivalent to RC + NAC (HR 1.04; 

P=.8009) and superior to BPCRT (HR 1.86; P=.0002)
> In high-risk pts, OS with RC was equivalent to RC + NAC (HR 

1.12; P=.82744) and superior to BPCRT (HR 2.05; P<.0001)

CONCLUSIONS
> In this retrospective analysis, radical cystectomy appears to be 

superior to bladder preservation with chemoradiation therapy, and 
the addition of neoadjuvant chemotherapy appears to confer no 
further benefit, in both low- and high-risk pts 

OVERALL SURVIVAL



Key Insights
Bladder Cancer Part 2 – Muscle-Invasive Disease



Experts Discussed Data From Perioperative Trials for MIBC

NOVEL NEOADJUVANT APPROACHES
None of the neoadjuvant trials presented are considered practice changing or to 
contain regimens ready for community use
> Results of the AURA trial of avelumab (± paclitaxel + gemcitabine) in cisplatin-

ineligible patients are considered disappointing and do not support further 
investigation of avelumab in this setting

> The activity of toripalimab in combination with cisplatin + gemcitabine is consistent 
with what has been observed with other chemotherapy + anti–PD-1 regimens

BLADDER PRESERVATION
Randomized data from trials evaluating immune checkpoint inhibitors + CRT for 
bladder preservation are needed, to determine whether adding an immune agent 
significantly improves efficacy

There is also a need for more data comparing surgery (± neoadjuvant therapy) vs 
CRT with regard to outcomes and bladder preservation; data to date are 
retrospective and conflicting

Dr Powles:
I think these bladder-sparing approaches 
are going to become extremely 
prominent if these neoadjuvant EV + 
pembro trials end up being as good as 
they were in the metastatic setting. I think 
many patients will vote with their feet and 
choose not to have cystectomy.

“
“



Experts Considered a Potential Role for Enfortumab Vedotin 
for MIBC
EV – EFFICACY
While the efficacy data with single-agent EV are considered reassuring, experts 
are much more enthusiastic about the ongoing perioperative trials of EV + 
pembrolizumab (EV-304) or EV + durvalumab (± tremelimumab; VOLGA), and 
think these trials have more potential to set a new standard for MIBC 

EV – SAFETY
Experts also expressed concerns about the possibility for long-term 
neurotoxicity with EV+P in potentially cured patients if this regimen moves to the 
MIBC setting
> Neurotoxicity may not be as big a concern with a limited course of treatment, but 

clinicians need more education on how to adjust dosing if it does begin to develop, 
such as delaying treatment or reducing the dosage as soon as a patient exhibits 
grade 1 symptoms 

– Some experts noted that unless neurotoxicity is caught and managed early, EV-
associated neurotoxicity does not appear to improve substantially with time

– ctDNA may be an intermediate biomarker of response, and may be a way to 
tailor EV dosing in the neoadjuvant setting, to reduce or discontinue treatment 
if the patient has an outstanding response

> Some experts have also begun to see interstitial pneumonitis with this combination, 
even after 1 dose

Dr Petrylak:
We're all waiting to hear the results of the 
EV + checkpoint [inhibitor] trials, whether 
it be VOLGA or the other ones that 
combine with pembrolizumab. I think that's 
really where the future is going to be. 

“
“



Experts Debated Implications of the SURE-01/02 Trial and 
Sacituzumab Govitecan for Bladder Cancer
CYSTECTOMY AVOIDANCE
Experts noted that a substantial proportion of patients who had a pCR in the 
SURE-01 trial opted not to undergo cystectomy, and if this trend continues in 
ongoing neoadjuvant trials, it could make the data difficult to interpret
> Data are needed on long-term outcomes for this group of patients, to determine the 

oncologic safety of bladder preservation after neoadjuvant therapy (with or without 
XRT consolidation)

> ctDNA may be useful in selecting patients for bladder preservation following 
neoadjuvant therapy

TOXICITY CONCERNS
The high rate of grade 4 neutropenia, and three grade 5 events observed in the 
SURE-01 trial confirm the need to consider a reduced dosage of SG, and to take 
prophylactic measures such as the use of G-CSF, when employing this agent in 
patients with bladder cancer
> According to a press release, septic deaths were also observed in the phase III 

TROPiCS-04 trial in later-line mUC
> Experts noted that high rates of grade 3 diarrhea (25%) were also seen, even after 

screening for UGT1A1 polymorphisms
> These toxicities could limit the use or further development of SG in bladder cancer

– Experts questioned why toxicities appear to be more problematic with SG in 
bladder cancer vs breast or lung cancer, and this needs to be studied

Dr Friedlander:
I'm worried, biologically, we've sort of 
moved very far ahead without good 
biomarkers with these targeted therapies 
in bladder cancer. . . . Maybe we'll learn 
more from the SURE trial and the 
neoadjuvant EV studies, and we'll get 
some better biomarker data to find the 
select patients who might actually benefit.

“
“



Conference Highlights
Bladder Cancer Part 3 – Advanced/Metastatic 
Disease



Impact of Exposure on Outcomes With Enfortumab Vedotin in Patients 
With Locally Advanced or Metastatic Urothelial Cancer
Petrylak DP, et al. ASCO 2024. Abstract 4503

OUTCOMES
> Comparing highest vs lowest quartiles, greater initial EV exposure 

in the first 2 cycles was associated with a higher ORR in all 3 
studies

> Pts whose disease responded to EV could resume treatment and 
continue to benefit following dose modifications and/or interruptions

> Durable responses were maintained despite dose modifications in 
EV-301

EXPERT CONCLUSIONS
> ORR data confirm the initial starting dosage of EV is probably optimal
> The data on dose reductions and treatment interruption are important for clinicians because it gives them security in dose-reducing the drug, 

or giving pts some time off the drug for toxicity, tailoring the drug, maximizing the efficacy, and minimizing toxicity
> Duration of response also does not seem to be substantially influenced by the PK

RESPONSE DURATION BY EV DOSAGE/INTERRUPTIONSTUDY POPULATION AND METHODS
> Pts with mUC treated with EV monotherapy in EV-101, EV-201, 

and EV-301
> Retrospective characterization of EV dose- and exposure-

response for efficacy and safety outcomes



PROs From a Phase III trial of EV+P vs Platinum-Based Chemotherapy in 
Previously Untreated Locally Advanced or Metastatic Urothelial Cancer
Gupta S, et al. ASCO 2024. Abstract 4502

STUDY POPULATION AND METHODS
> 731 pts in the EV-302 trial completed baseline PRO 

questionnaires (376 received EV+P; 355 PBC) 
> Compliance remained >70% through week 29 for EV+P, and 

through only week 17 for PBC

OUTCOMES
> Median time to pain progression was 14.2 mo with EV+P and 10.0 

mo with PBC (HR 0.92; P=.48)
> Reduction in worst pain at week 26 was numerically greater with 

EV+P vs PBC (-0.61 vs -0.03; P=.015)
> Pts with moderate/severe pain at baseline had clinically 

meaningful improvements in worst pain in both EV+P and CT 
treatment arms

> Pts in the EV+P arm with moderate to severe pain at baseline 
showed a clinically meaningful improvement in EORTC QLQ-C30 
GHS/QOL

EXPERT CONCLUSIONS
> Data confirm the survival benefit associated with EV+P is not associated with a QOL detriment compared with standard chemotherapy
> This was technically a negative study; time to pain progression was probably not the best primary endpoint, because 70% of pts did not have 

pain at baseline, and this, along with unbalanced compliance, may have impacted results

CHANGE IN QOL IN PTS WITH MODERATE/SEVERE PAIN 



Characterization of Complete Responders to Nivolumab + Gem-Cis vs 
Gem-Cis and Patients With Lymph Node-Only mUC From CheckMate 901
Galsky MD, et al. ASCO 2024. Abstract 4509

STUDY POPULATION AND METHODS
> 608 pts with previously untreated mUC
> Pts were randomized to gem-cis (GC) alone or GC + nivo followed 

by maintenance nivolumab

OUTCOMES
> ORR: 57.6% with GC + nivo vs 43.1% with GC alone
> CR: in 21.7% with GC + nivo vs 11.8% with GC alone
> Approximately 50% of pts who had a CR in either arm had lymph 

node-only disease
– In pts with node-only disease, CR rates were 63% with GC + 

nivo vs 34% with GC
> In the GC + nivo arm, approximately half of pts with a CR had PD-

L1– disease
> In the GC + nivo arm, 14 of 34 pts with CR (41%) experienced 

ongoing response with a TFI vs 6 of 19 pts with GC (32%)

EXPERT CONCLUSIONS
> The high CR rates, particularly in the nivolumab arm, highlight the biology of lymph node-only disease, and how the introduction of immune 

therapy benefits these pts in particular
> Approximately half of pts with a CR in each arm experienced relapse, indicating that CR does not necessarily mean cure in this setting

OVERALL SURVIVAL IN NODE-ONLY DISEASE



Quantitative ctDNA in Patients With Advanced UC Treated With 
Pembrolizumab or Platinum-Based Chemotherapy From KEYNOTE-361
Powles T, et al. ASCO 2024. Abstract 4518

STUDY POPULATION AND METHODS
> A subset of pts randomized to either gem-platinum (N=130) or 

pembrolizumab monotherapy (N=130) were included in the ctDNA 
substudy

– ctDNA was analyzed using the GuardantOMNI™ platform

OUTCOMES
> Baseline ctDNA levels were strongly associated with OS for 

pembrolizumab (P=6.4 × 10-5) but not chemotherapy (P=.088)
– Pts with lower ctDNA levels derived benefit from 

pembrolizumab vs chemo (HR 0.65) while pts with higher 
levels did not (HR 1.06)

> While fewer pts in the pembrolizumab arm experienced a CR by 
ctDNA (11% vs 41%), it was more closely correlated with radiologic 
response, and magnitude of reduction was more closely correlated 
with PFS/OS outcomes, than in the chemotherapy arm

CONCLUSIONS
> These data suggest that ctDNA dynamics can be influenced by the mechanisms of treatment, which is relevant for consideration of this 

biomarker in future studies of combination therapies 

OVERALL SURVIVAL BY ctDNA REDUCTION



Key Insights
Bladder Cancer Part 3 – Advanced/Metastatic 
Disease



Experts Discussed Enfortumab Vedotin (EV) for mUC

EV: TOXICITY MANAGEMENT AND QOL
The EV PK/exposure analysis is considered one of the most important abstracts 
from ASCO, showing that high early EV dose intensity is associated with a 
greater probability of response, but dose reductions and treatment breaks do not 
appear to influence duration of response
> These data will affect practice and give clinicians more confidence that EV dosage 

can be modified to minimize toxicity while maintaining efficacy
> It may be worthwhile exploring strategies that involve early intensification rather 

than long-term maintenance with these therapies, based on the Norton-Simon 
hypothesis

Interpretation of the EV-302 QOL analysis is complicated by the fact that EV+P is 
associated with much better disease control, but is administered for a longer 
period than chemotherapy, which is only given for 6 cycles
> In addition, many patients in the chemotherapy arm discontinued completing their 

questionnaires early

EV+P: NEW FIRST-LINE STANDARD
EV+P is now established as the first-line standard for mUC; the next step will be 
to build on this backbone with triplet therapies, such as the EV+SG+P regimen 
being evaluated in the DADIO trial

Dr Powles:
Patients value cancer control very, very 
highly. When patients’ cancers progress, 
their quality of life plummets pretty 
quickly, and that's not just because of 
symptoms. It's because there's a whole 
array of emotional issues associated with 
cancer progression.

“
“

https://brb.nci.nih.gov/techreport/Norton-Simon-NCPO.pdf
https://brb.nci.nih.gov/techreport/Norton-Simon-NCPO.pdf


Experts Speculated on Recent Data With Sacituzumab 
Govitecan (SG) in mUC
TROPiCS-04 PRESS RELEASE
A press release indicated that the phase III TROPiCS-04 trial comparing SG vs 
single-agent chemotherapy in patients with mUC who previously received 
platinum-containing chemotherapy and anti–PD-(L)1 therapy did not meet the 
primary OS endpoint, although there was a numeric improvement with SG
> In addition, there was a higher number of deaths due to TRAEs in the SG arm

– Experts speculated that the failure to meet the OS endpoint could be because 
of early deaths due to toxicity or treatment delays due to neutropenia that 
compromised efficacy, and emphasized that full results from this trial need to 
be reviewed and analyzed

> It is unclear whether these data will affect the conditions of FDA approval for SG; 
additional data using a lower dosage of SG with G-CSF support may be needed

One expert mentioned a single-institution study from Memorial Sloan Kettering 
that reported an ORR of 9% for SG following EV for mUC, which suggests SG 
may have very modest activity in later lines; other experts noted that SG has 
been useful for some patients
> However, there may be more of an opportunity for SG if EV+P moves to the 

neoadjuvant setting for MIBC

Dr Bellmunt:
[Sacituzumab govitecan is] an effective 
drug. It's an option for our patients, and 
we need to try to keep it. So, that's my 
point of view. But I don't know what the 
FDA is going to decide.

“
“



Experts Discussed Alternative Chemotherapy + IO Regimens 
for mUC
CheckMate 901
Despite the OS improvement observed with the addition of nivolumab to gem-cis 
in CheckMate 901, particularly in lymph node-only disease, this triplet is unlikely 
to gain traction in the US or other countries where EV+P is available 
> This regimen, or induction chemotherapy followed by avelumab maintenance, could 

potentially have a role in patients with pre-existing neuropathy or in countries where 
EV+P is not available

– Cost could also be a factor that could favor these 2 regimens over EV+P

ctDNA MONITORING
The ctDNA analysis from KEYNOTE-361 showed that baseline levels of ctDNA, as 
well as clearance of ctDNA, are strongly associated with response and PFS/OS 
outcomes in the pembrolizumab arm, but not in the chemotherapy arm
> ctDNA may potentially be a new early surrogate marker of response with 

immunotherapy, and there may be utility for ongoing ctDNA monitoring in place of 
standard imaging

> However, individual drugs have different effects, and this needs to be considered 
when designing trials with ctDNA monitoring

> The type of platform (tumor agnostic vs bespoke) also needs to be considered
– Experts have seen discordant results in the clinic with Guardant vs Natera 

assays

Dr Powles:
The circulating tumor DNA data in 
metastatic disease potentially gives us a 
new surrogate marker, an early surrogate 
marker of response, and I think there 
may be clinical utility, particularly on 
ongoing ctDNA monitoring, and it may 
be, actually, we do less radiography in 
the future, and we use ctDNA as a way of 
monitoring patients more. 

“
“



Experts Considered the Use of Cytotoxic Chemotherapy by 
Urologists
TEAM-BASED APPROACHES
Systemic cytotoxic chemotherapies are unlikely to be administered in the average 
urology clinic, although some larger LUGPA clinics may have this capacity
> Experts consider a multidisciplinary approach best, noting that differing 

perspectives benefit patients
– Toxicity management in particular can be very subtle and nuanced, especially 

with newer agents such as EV and SG, and this requires multispecialty care Dr Crawford:
Most urologists are not equipped or do 
not want to administer chemotherapy. 
This whole disease is a partnership. We 
need to have interaction, and medical 
oncologists play a big role here.

“
“



Conference Highlights
Prostate Cancer Part 1 – Hormonal, Cytotoxic, 
and Targeted Therapies 



Cabazitaxel + Abiraterone vs Abiraterone Alone for Extensive Disease 
Following Docetaxel: The CHAARTED2 Trial (EA8153)
Kyriakopoulos C, et al. ASCO 2024. Abstract LBA5000

STUDY POPULATION AND METHODS
> 223 pts with mCRPC previously treated with ADT + docetaxel for 

HSPC
> Pts were randomized to abiraterone ± cabazitaxel

OUTCOMES
> mPFS was 14.9 months with the combination vs 9.9 months with 

abiraterone alone (HR 0.73; P=.049)
> Time to PSA progression was 10.0 months with the combination vs 

6.1 months with abiraterone (HR 0.60; P=.002)
> There was no significant difference in OS between the 2 arms (HR 

0.93; P=.67)
> No significant safety concerns were observed with the combination

EXPERT CONCLUSIONS
> While this is a step in the right direction, it’s not a home run, and results should be interpreted cautiously since this was only a phase II trial, 

and therefore not statistically robust

PROGRESSION-FREE SURVIVAL



Nivolumab and Ipilimumab for mPC With an Immunogenic Signature: The 
NEPTUNES Multicentre Two-Cohort, Biomarker-Selected Phase 2 Trial
Linch MD, et al. ASCO 2024. Abstract 5013

STUDY POPULATION AND METHODS
> 71 pts with mCRPC progressing on ≥1 line of therapy, with a 

positive immunogenic signature: 1) mismatch repair deficient 
(MMRD), 2) DNA damage repair deficient (DDRD), and/or 3) high 
tumor infiltrating lymphocytes (TILs)

– Pts received 1 of 2 schedules of nivolumab + ipilimumab

OUTCOMES
> PSA response rate: 30%
> Radiologic response rate: 11%
> OS: 15.2 months (Cohort 1) and 16.2 months (Cohort 2)
> Responses were enriched in pts with MMRD, BRCA1/2 mutation, 

and high TILs
> Safety was consistent with other studies of this combination

EXPERT CONCLUSIONS
> This is an interesting fact-finding study that should lead to more studies in this area of selected biomarkers and utilization of drugs like these 

checkpoint inhibitors

BIOMARKER-SPECIFIC RESPONSES



ARV-766, a PROTAC AR Degrader, in mCRPC: Initial Results of a Phase 
I/II Study
Petrylak DP, et al. ASCO 2024. Abstract 5011

STUDY POPULATION AND METHODS
> 103 pts with progressive mCRPC and ≥2 prior systemic therapies 

(including ≥1 NHA; phase I) or 1–3 prior NHAs and ≤2 prior 
chemotherapy regimens (phase II)

> Pts received escalating doses of ARV-766 (phase I), and then 
expansion cohorts at 100 or 300 mg QD (phase II)

OUTCOMES
> The most common TRAEs were fatigue, nausea, diarrhea, and 

increased creatinine, and were primarily grade 1/2
– There were no DLTs

> In pts with AR LBD mutations (N=47), the PSA50 was 43% and the 
PSA30 was 51%

EXPERT CONCLUSIONS
> This is a very promising agent with activity in men who harbor AR ligand-binding domain mutations; more studies are indicated and will be done

PSA DECLINES IN PTS WITH AR MUTATIONS



CYCLONE 2: A Phase 3 Study of Abemaciclib With Abiraterone in 
Patients With Metastatic Castration-Resistant Prostate Cancer
Smith MR, et al. ASCO 2024. Abstract 5001

STUDY POPULATION AND METHODS
> 393 pts with mCRPC; prior docetaxel for mCSPC was allowed
> Pts were randomized to abiraterone ± abemaciclib

OUTCOMES
> mPFS was 22.0 months for abema + abi vs 20.3 months for abi 

alone (HR 0.83; P=.212)
> mOS was 38.0 months for abema + abi vs 33.2 months for abi 

alone (HR 0.93; P=.651)
> Safety was consistent with the known profiles of both agents

– The most common grade ≥3 TRAEs in the combination arm 
were anemia (13.6%), neutropenia (12.6%), and hepatic 
events (10.7%)

EXPERT CONCLUSIONS
> It was a good try and an interesting addition, based on a phase II trial and activity in another disease; however, when abemaciclib was 

combined with one of the go-to treatments for CRPC, it did not work

PROGRESSION-FREE SURVIVAL



The MAST (Metformin Active Surveillance Trial) Study: Metformin in Men 
on Expectant Management for Low-Risk Prostate Cancer
Joshua A, et al. 2024, ASCO LBA5002

STUDY POPULATION AND METHODS
> 407 pts with low-risk, localized prostate cancer on active 

surveillance
> Pts were randomized to metformin or placebo for 3 years

OUTCOMES
> There was no difference in PFS with metformin

– Therapeutic and pathologic: HR 1.08; P=.64
– Pathologic: HR 1.07; P=.69
– Therapeutic: HR 1.75; P=.05

> In men with BMI ≥30, metformin was associated with a PFS 
detriment: HR 2.39; P=.01

EXPERT CONCLUSIONS
> Metformin does not prevent progression of low-risk localized prostate cancer suitable for active surveillance. Further research is needed to 

understand the consequences
> A way to prevent progression in this population is needed, because 10-year data indicate that almost 70%–80% of men undergo some sort of 

change

PATHOLOGIC PROGRESSION-FREE SURVIVAL BY BMI



Phase 1b Study of Tarlatamab in De Novo or Treatment-Emergent 
Neuroendocrine Prostate Cancer (NEPC)
Aggarwal RR, et al. ASCO 2024. Abstract 5012

STUDY POPULATION AND METHODS
> 29 pts with de novo or treatment-emergent NEPC; prior treatment 

with ≥1 systemic therapy
> Pts received treatment with tarlatamab, a DLL3-targeted BiTE

OUTCOMES
> ORR was 10.5% in the overall population and 22% in the DLL3+ pts
> Median DOR was 7.3 months

– 1 pt remains on treatment with ongoing response at 25.8+ 
months

> The most common TRAEs were cytokine-release syndrome (CRS; 
65.0%), pyrexia (52.5%), and dysgeusia (42.5%)

– CRS occurred primarily in treatment cycle 1; events were 
mostly grade 1-2 (one grade 3 event)

EXPERT CONCLUSIONS
> There is some improvement, not much, but a home run would not be expected in pts who have this neuroendocrine cancer
> It highlights the need for novel approaches for this disease

OVERALL RESPONSE



Key Insights
Prostate Cancer Part 1 – Hormonal, Cytotoxic, 
and Targeted Therapies 



Experts Assessed Results From Trials of Hormonal and 
Cytotoxic Agents for mCRPC
CHAARTED2
Results from the phase II CHAARTED2 trial showing a 5-month improvement in 
PFS when cabazitaxel was added to abiraterone in patients with previously 
treated mCRPC suggests there may be a role for doublet therapy in this setting, 
but confirmation in a phase III trial is needed
> Experts noted that in other tumor types, combinations of multiple drugs are needed 

to achieve cure, and it may be time to move beyond monotherapy or doublets in 
prostate cancer

CYCLONE 2
The negative results of the CYCLONE 2 trial investigating abemaciclib + 
abiraterone highlight the dangers of overemphasizing efficacy results from 
randomized phase II studies that often do not hold up in phase III trials
> Phase II studies are often underpowered, with a more selected, homogeneous 

patient population, and results may be misleading

Dr Crawford:
Randomized phase II trials are ways to 
get two phase II trials done at the same 
time, but it doesn't always mean that you 
can compare the 2 results to the 2 arms, 
and that it will reflect what's going to 
happen in a larger trial.

“
“



Experts Considered Novel AR-Targeting Agents for mCRPC

ARV-766
Experts speculated that ARV-766 could be a game-changer in a biomarker-
selected population (AR LBD mutations), and anticipate it being explored in 
earlier lines of therapy or disease settings
> AR LBD mutations are more frequent in patients previously treated with next-

generation antiandrogens (~25%)
– Experts recommend gathering data on the frequency of AR mutations in 

earlier-stage disease, and whether this may correlate with progression and/or 
resistance to other antiandrogen therapies

> More data are needed on the efficacy of ARV-766 in patients with wild-type AR, or 
gene amplifications and other nonpoint mutation alterations

> Several additional agents targeting these AR LBD mutations are in development

Dr Petrylak:
I think that we're going to be moving now 
into targeted therapy.  We know that 
about a quarter of patients have these 
ligand-binding domain [mutations]. And 
this is not going to be, you throw a drug 
at a disease. You're going to have to 
throw a drug at a target now, rather than 
the disease.

“
“



Experts Discussed Other Biomarker-Directed Therapies for 
Prostate Cancer
NEPTUNES
The activity of ipilimumab + nivolumab in biomarker-selected subsets in the 
NEPTUNES study suggests there may be a better way to select patients with PC 
who are more likely to respond to immunotherapy (to expand beyond MSI-H, 
which is rare in mCRPC)

FUTURE DIRECTIONS
Experts predict that biomarkers are going to be increasingly important to direct 
therapy in PC in the future

TARLATAMAB
While tarlatamab showed very modest activity in treatment-emergent 
neuroendocrine PC, DLL3 may still be a good target/biomarker in this tumor 
subtype 
> DLL3 imaging may be better for patient selection, considering the heterogeneity of 

this disease

Dr Crawford:
The [abstract] we looked at with the 
checkpoint inhibitors is interesting.  We 
sort of have this cloud hanging over our 
head that prostate cancer is a cold tumor, 
and we don't see much reaction. I like the 
risk- stratification that occurred here 
about who the best responders are. 

“
“



Experts Discussed Metformin and Implications of the MAST 
Study
METFORMIN ACTIVE SURVEILLANCE TRIAL
The negative MAST (Metformin Active Surveillance Trial) study showing 
metformin does not prevent progression of low-risk localized PC suitable for 
active surveillance, and is a possible detriment in patients with higher BMI, 
refutes the common belief that all patients with PC should receive it  
> Most experts would not avoid metformin in an obese patient with diabetes on active 

surveillance, but some would bring up this study with the doctor who manages their 
diabetes

Dr Tagawa:
Someone that has a need for metformin, 
clinically happens to have diabetes, I 
think it's still okay for them to take the 
drug, but in the back of my mind, for 
someone that would happen to have low 
risk of prostate cancer, happens to be 
obese, and their doctor wants to put 
them on metformin – that's not what this 
trial was designed for, so I think it's still 
okay, but I think I would bring it up.

“
“



Conference Highlights
Prostate Cancer Part 2 – Radioligands 



HRQOL and Pain in a Phase 3 Study of [177Lu]Lu-PSMA-617 in Taxane-
Naive Patients With mCRPC (PSMAfore)
Fizazi K, et al. ASCO 2024. Abstract 5003

STUDY POPULATION AND METHODS
> 468 pts with mCRPC with progression on 1 ARPI with ≥1 PSMA-

positive lesion
> Pts were randomized to ARPI change or 177Lu-PSMA-617; 

crossover was allowed

OUTCOMES
> rPFS was significantly improved with LuPSMA (HR 0.43; 95% CI: 

0.33-0.54)
> There was no difference in OS (HR 0.98; 95% CI: 0.75-1.28)

– 77.5% of pts crossed over to alternate therapy
> Time to worsening HRQOL (composite) favored LuPSMA 

– FACT-P: HR 0.59; 95% CI: 0.47-0.72
> Time to worsening HRQOL (noncomposite, excluding 

death/progression) favored LuPSMA 
– FACT-P: HR 0.48; 95% CI: 0.37-0.63

> Time to worsening pain intensity favored LuPSMA: HR 0.69; 95% 
CI: 0.56-0.85

EXPERT CONCLUSIONS
> It is nice to see that despite the differences in toxicity and higher number of AEs in the LuPSMA arm compared with ARPI change, there was 

still an improvement in time to HRQOL deterioration with LuPSMA, even after excluding disease progression and death

NONCOMPOSITE HRQOL



Efficacy of 177Lu-PSMA-617 vs ARPI Change in Taxane-Naïve Patients 
With Metastatic CRPC by Pre-Randomization ARPI (PSMAfore)
Shore N, et al. AUA 2024. Abstract 0503

STUDY POPULATION AND METHODS
> 468 pts with mCRPC with progression on 1 ARPI with ≥1 PSMA-

positive lesion
– 51% of pts had received abiraterone, 40% had received 

enzalutamide, and 9% had received apalutamide or 
darolutamide

> Pts were randomized to ARPI change or 177Lu-PSMA-617; 
crossover was allowed

OUTCOMES
> Magnitude of benefit from LuPSMA was similar regardless of which 

ARPI pts previously received 
– Abiraterone: HR 0.47; 95% CI: 0.33-0.66
– Enzalutamide: HR 0.35; 95% CI: 0.24-0.52

> Increase in ORR was also similar
– Abiraterone: 61% vs 16%
– Enzalutamide: 40% vs 13%

EXPERT CONCLUSIONS
> The bottom line is that it did not matter whether pts had prior exposure to abiraterone or prior exposure to enzalutamide; LuPSMA still worked

PROGRESSION-FREE SURVIVAL BY PRIOR ARPI



Baseline ctDNA and Outcomes in Taxane-Naive Patients With mCRPC 
Treated With 177Lu-PSMA-617 vs Change of ARPI in PSMAfore
De Bono JS, et al. ASCO 2024. Abstract 5008

STUDY POPULATION AND METHODS
> 468 pts with mCRPC with progression on 1 ARPI with ≥1 PSMA-

positive lesion
> Pts were randomized to ARPI change or 177Lu-PSMA-617; 

crossover was allowed

OUTCOMES
> Higher baseline ctDNA was associated with shorter rPFS 

regardless of treatment received 
> LuPSMA prolonged rPFS compared with ARPI change regardless 

of baseline ctDNA level
> Early ctDNA clearance was associated with longer PFS
> 8q amplification, AR amplification, and deleterious TP53 alteration 

were associated with shorter rPFS and decreased response to 
LuPSMA

EXPERT CONCLUSIONS
> Baseline ctDNA, ctDNA dynamics, and 3 specific gene alterations all appear to provide prognostic information; it is unclear whether they have 

predictive value for LuPSMA, and this needs to be analyzed further

PROGRESSION-FREE SURVIVAL BY BASELINE ctDNA



Association of Genomic Alterations With Clinical Outcomes Following 
Lutetium-177-PSMA in Men With mCRPC
Gauntner T, et al. ASCO 2024. Abstract 5057

STUDY POPULATION AND METHODS
> 115 pts with mCRPC who received at least 1 cycle of LuPSMA
> Retrospective analysis of the association of genomic variants with 

clinical outcomes

OUTCOMES
> Pts with amplification of cell cycle genes

– OS: 6.6 months vs 12.4 months for those without amplification 
– PFS: 2.60 months vs 6.90 months

> Pts with loss or mutation of HRR genes
– OS: 15.4 months vs 11.0 months for those with no HRR 

alterations 
– PFS: 6.44 months vs 6.67 months

> Both gene alterations significantly correlated with poorer outcomes 
in multivariate analysis

EXPERT CONCLUSIONS
> Both cell cycle and HRR gene alterations make some biologic sense for a radioactive treatment, and warrant further investigation as potential 

prognostic and/or predictive biomarkers for LuPSMA

OVERALL SURVIVAL BY GENE ALTERATIONS



Final Results of a Phase I/II Dose-Escalation Study of Fractionated Dose 
177Lu-PSMA-617 for Progressive mCRPC
Tagawa ST, et al. ASCO 2024. Abstract 5074

STUDY POPULATION AND METHODS
> 50 pts with progressive mCRPC following at least 1 ARPI and 

chemotherapy
– No selection for PSMA

> Pts received a single cycle of fractionated dose 177Lu-PSMA-617 
on D1 and D15 (dosage escalated from 7.4 GBq to 22.2 GBq in 
phase I)

OUTCOMES
> RP2D = 22.2 GBq (600 mCi) in single fractionated cycle
> 76% of pts experienced any PSA decline
> 54% of pts experienced >50% PSA decline
> Radiographic response: 35% PR, 41% SD
> Median radiologic progression-free survival (rPFS): 8.3 months
> Median OS: 17.6 months

EXPERT CONCLUSIONS
> Most pts had a PSA decline, despite no PSMA selection, and rPFS and OS compare favorably with historical data, similar to PSMA-selected 

targeted radionuclide studies administering multiple cycles in a less dose-intense approach
> Another version of a fractionated approach is being used with LuPSMA in the STAMPEDE2 trial
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A phase 1 Study of JNJ-69086420 (JNJ-6420), an Actinium-225 (225Ac) -
Labeled Antibody Targeting Human Kallikrein 2 (hK2), for mCRPC
Morris MJ, et al. ASCO 2024. Abstract 5010

STUDY POPULATION AND METHODS
> 75 pts with mCRPC previously treated with ≥1 ARPI; 

chemotherapy was allowed, but no prior radionuclides
> Pts received JNJ-6420 with either fixed schedule dosing, capped 

cumulative dose (500 μCI), or adaptive dosing

OUTCOMES
> 17.3% of pts experienced grade ≥3 thrombocytopenia (persistent 

grade 3/4 thrombocytopenia was associated with a fixed schedule 
with cumulative doses ≥500 μCI)

> 6.7% of pts experienced ILD, including 2 fatal cases
– ILD was associated with cumulative doses ≥600 μCI

> At 250 μCI (N=36), 44% PSA50 response rate, and 18% ORR by 
RECIST

EXPERT CONCLUSIONS
> In this early study, JNJ-6420 was active and associated with durable biochemical and radiographic responses in a heavily pretreated pt population
> ILD has not been seen before with radionuclide therapy, and may be related to hK2 being a very clean target that allows for very high 

amounts of administered radioactivity
– Both myelosuppression and ILD appear to be related to total exposure 

RESPONSE DURATION



Key Insights
Prostate Cancer Part 2 – Radioligands 



Experts Considered Recent Data With 177Lu-PSMA-617 in 
mCRPC
PSMAfore
The HRQOL analysis from PSMAfore showing that QOL favored LuPSMA vs 
switching to an alternate ARPI, despite the increase in TRAEs, is viewed 
favorably 
> Importantly, the QOL advantage was maintained even after excluding rPFS/death 

data, although cancer control likely drives a large part of the overall QOL benefit 

Although there was no OS benefit in PSMAfore, the HR was <1.0, which is viewed 
favorably by the experts, considering the high percentage of patients who 
crossed over 

Experts perceive the totality of data from PSMAfore to be supportive of a label 
change for LuPSMA to allow earlier use in mCRPC, although they cannot predict 
what the FDA will decide

ALTERNATIVE DOSING STRATEGIES
Experts found the fractionated dosing data interesting, and this approach may be 
worth exploring further because in theory, increasing the true dose to the tumor 
may produce deeper, more durable responses

Dr Tagawa:
PSMAfore, I think that it is likely to 
support a label change. It met the 
primary endpoint, [it’s] a drug that's 
already shown an overall survival benefit, 
and does not look to have a detriment, 
importantly, compared to just the same 
drug 6, 7 months later. So, I think that 
likely supports a label change. I think that 
could be practice-changing in the future.

“
“



Experts Discussed Investigational Radioligands for mCRPC

JNJ-69086420
The preliminary efficacy of the actinium-225–labeled antibody targeting hK2 is 
encouraging, but the reports of ILD are concerning
> Experts would like to see better patient selection, perhaps integrating phase 0 

imaging studies to better identify patients 
> Multiple hK2-targeted agents are in development, including bispecific Abs and CAR 

T cells

PSMA-DIRECTED THERAPIES
PSMA imaging and PSMA-directed therapies are considered exciting game-
changers in prostate cancer
> Numerous additional agents (alpha/beta radiolabeled or ADCs/bispecifics) are in 

the pipeline and multiple PSMA-targeted agents will likely be available in the future
– Use of different forms of radiation (beta vs alpha emitters) and delivery 

vehicles (Ab vs small molecule) could facilitate use in sequential lines of 
therapy

> Researchers need to remain aware of the potential for long-term side effects with 
radioisotope therapies, and continue to follow patients and collect AE data

– Late or persistent toxicities become more important as agents move into 
earlier lines of treatment or stages of disease

Dr Tagawa:
I think what's most exciting to me are 
additional targets. So, if we can target 
something with an ADC or bispecifics or 
CAR T cells, we should be able to target 
something with radiation. . . . I think 
there's a number of cell-surface targets 
that are right for that.

“
“



Experts Speculated on Future Directions in Research for 
mCRPC
ctDNA
Current data with ctDNA appear to be prognostic, but not necessarily predictive 
of benefit in prostate cancer, and should not be used to make treatment 
decisions in the clinic today 
> At present, they may be most useful in settings where there is a selective 

biomarker, such as BRCA1/2 mutations in prostate cancer or FGFR alterations in 
urothelial cancers, in place of a metastatic biopsy Dr Tagawa:

Across oncology – across all medicine, I 
think – we want predictive biomarkers. I 
don't think we have that. We have more 
prognostic biomarkers . . . but I don't 
think these are quite prime-time to make 
treatment decisions today.

“
“

TRIAL DESIGN
Experts indicated that randomization to an alternate ARPI after progression on 
one ARPI is no longer an appropriate control for randomized clinical trials in 
mCRPC, going forward
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