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Meeting Snapshot

DATE: 
January 31, 2024

PANEL: Key experts in 
GU malignancies
> 7 US
> 1 EU

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

GU CANCER-SPECIFIC 
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therapeutic advances and 
their application in clinical 
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analyses and actionable 
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Panel Consisting of 8 Worldwide GU Cancer Experts
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Meeting Agenda
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Time (EST) Topic Presenter

12.00 PM – 12.05 PM Welcome and Introductions Daniel Petrylak, MD

12.05 PM – 12.15 PM Bladder Cancer Part 1 – ADCs and TKIs Scott Tagawa, MD, FASCO, FACP

12.15 PM – 12.35 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

12.35 PM – 12.45 PM Bladder Cancer Part 2 – Immunotherapies Thomas Powles, MBBS, MRCP, MD

12.45 PM – 1.10 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

1.10 PM – 1.20 PM BREAK

1.20 PM – 1.30 PM Prostate Cancer Part 1 – Localized Prostate Cancer Oliver Sartor, MD

1.30 PM – 1.45 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

1.45 PM – 1.55 PM Prostate Cancer Part 2 – Metastatic Prostate Cancer Neeraj Agarwal, MD

1.55 PM – 2.20 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

2.20 PM – 2.30 PM Renal Cell Carcinoma David Nanus, MD

2.30 PM – 2.55 PM Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

2.55 PM – 3.00 PM Summary and Closing Remarks Daniel Petrylak, MD



Conference Highlights
Bladder Cancer Part 1 – ADCs and TKIs



Background
> This study examined real-world outcomes with enfortumab 

vedotin (EV) monotherapy following platinum-based 
chemotherapy (PBT) and MAv in the multicenter retrospective 
UNITE study in pts with advanced urothelial carcinoma (aUC;     
N = 633) 

> Median follow-up from EV start was 8.5 mo

Outcomes
> ORR to EV was 54%
> Median PFS and OS were 7.0 mo and 13.3 mo, respectively 
> Median PFS2 measured from PBT start until PD after starting EV 

or death was 17.5 mo
> Median OS from PBT start was 22.5 mo 
> 29% of pts remained on EV at data cutoff
> 43% received subsequent therapy after EV, with median time to 

next therapy of 6.4 mo 

Dr Tagawa’s conclusion
> “In a real-world setting, EV performed similarly [to clinical trials]”

Median OS with EV

EV after switch-maintenance avelumab (MAv) in the UNITE study
Nizam A, et al. 2024 ASCO GU; Abstract 537



Background
> This retrospective study examined real-world outcomes in pts 

with aUC (N = 23) treated with sacituzumab govitecan (SG) 
following EV

Outcomes
> ORR was 17.4%
> Median PFS for SG was 2.63 mo among EV responders and 

1.35 mo for nonresponders (HR 0.31; P = .02)

> Median OS for SG was 5.36 mo in EV responders and 5.78 mo in 
nonresponders (HR 0.82; P = .7) 

> No PFS or OS difference was found between subgroups

Dr Tagawa’s conclusion
> “One thing that that stood out was that of the small group of patients 

that had no response to EV, they also had no response to SG”

SG in patients previously treated with EV
Vlachou E, et al. 2024 ASCO GU; Abstract 567



Background
> This study examined the safety and initial efficacy of datopotamab 

deruxtecan (Dato-DXd) in heavily pretreated pts with aUC (N = 18)
> Median follow-up was 9.1 mo

Outcomes
> Confirmed ORR was 27.8%; 1 pt had CR and 4 had PR
> DCR was 77.8%
> Treatment-emergent adverse events (TEAEs) occurred in 100% of 

pts (44.4% grade ≥3) 
> No drug-related serious AEs were reported, and no TEAEs 

associated with death were observed

Dr Tagawa’s conclusion
> “The way I would look at this is, unlike SG, there is a response 

rate in those that are pretreated, including with EV”

Phase I TROPION-PanTumor01 trial
Drakaki A, et al. 2024 ASCO GU; Abstract 603



Key Insights
Bladder Cancer Part 1 – ADCs and TKIs



Bladder Cancer Part 1 – ADCs and TKIs (1/4)
The role of EV in the bladder cancer treatment landscape continues to 
evolve

EV-pembro is the current SOC for first-line treatment of mUC
> Experts do not believe other ADCs, such as SG, are as effective in mUC as EV-pembro
> Experts eagerly anticipate data for EV-pembro in the perioperative setting

EV toxicity continues to be a concern for experts; further research is needed to 
optimize the dose and schedule of EV administration
> Patients are most likely to experience skin toxicity in the first 2 or 3 cycles of EV, 

and peripheral neuropathy in cycles 5 to 10
> Withholding EV or changing the dosage and/or schedule is often necessary
> Experts expressed interest in ongoing trials investigating discontinuation of EV after 

6 cycles
> Experts agreed education is necessary to inform physicians and patients of the 

high-grade toxicities, especially skin toxicities, that can occur with EV in order to
catch them early and potentially treat or reverse the effects

> Biomarkers are needed to identify patients most likely to benefit from EV, as well as 
those most likely to experience serious EV-related toxicities

Dr Tagawa:
I think it is physician and patient education, 
education with EV-pembro—don't push the 
grade 2 [skin toxicity], or maybe very little grade 
2, you know, once they get a response. It's an 
unanswered question. But how much EV do 
they really need to keep pressing? And those of 
us that have used it, you know, we've changed 
schedules, changed the dose, or maybe hold it 
until it reverses, but it can be very long-lasting a 
lot of times. That's my kind of 2024 way to 
address that question.

“
“

Dr Friedlander:
As great as the development of EV has been over the last 5 or 6 years, the one thing that really hasn't been developed is any biomarkers. We 
heard from Scott there was a look at, you know, the fact that HER2-positive patients may respond to EV and [also patients with] NECTIN4 
amplification, but there's still a lot more work to do there.

“ “



Bladder Cancer Part 1 – ADCs and TKIs (2/4)
Experts have concerns regarding pursuit of EV combination therapies 
in treating bladder cancer

Although experts are intrigued by data for EV combination therapies, they noted 
that EV’s utility could be limited by its toxicity
> Experts find recent data interesting for EV and erdafitinib, although they agreed the 

sample size was small
> Experts are impressed by the response seen with SG + EV in mUC and believe this 

combination will be pursued, possibly in combination with pembro, if that is feasible, 
as increased toxicity is possible with combining payloads

Some experts questioned whether combining agents with additional payloads is 
the best approach, moving forward, in treating bladder cancer
> The focus should be on finding the right combination of agents both from an 

efficacy and toxicity standpoint

Dr Sartor:
I mean, judging by all these new data of 
doublets, you can see multiple randomized 
trials with EV these companies are going to 
push for. You could see almost every patient 
around the world is going to be going on a 
doublet vs singlet. I mean, it's not necessarily 
doublet. It's a triple therapy if you add in pembro. 
But, I mean, how do you see that playing out? 
Is that it really the way we need to go? 

“
“

Dr Powles:
As that study of SG + EV, that combination with response rates of 70%, I 
think that's going to be pursued. So it might be that we actually put
patients in even more harm's way if we're not careful.

“ “



Bladder Cancer Part 1 – ADCs and TKIs (3/4)
Experts are intrigued by novel agents, but remain skeptical about their 
future role in bladder cancer treatment

Experts are interested in next-generation Nectin-4 ADCs and Nectin-4–targeting 
Bicycle toxin conjugates that deliver MMAE via a different mechanism than EV
> Experts believe Bicycle toxin conjugates may result in lower rates of skin toxicity 

than EV because they lack an Fc component
> Some experts are unconvinced that these novel molecules will yield better results 

than EV-pembro
> Experts noted these molecules will also come with their own challenges regarding toxicities 

Experts are uncertain of the future role of novel ADCs such as those targeting 
B7-H3 and HER3
> They believe proving superiority to EV-pembro in clinical trials will be difficult and 

that robust phase II data will be needed to launch phase III trials

Dr Tagawa:
The Bicycle [toxin conjugates], what I've seen 
so far, the main difference, I don't know that 
that's going to be less neuropathy. Maybe, but I 
think there's probably less [toxicity] to skin, 
because there's no Fc. There is NECTIN4 that’s 
there. But, anyway, that's where I think the 
differential is.  

“
“

Dr Powles:
I'm not convinced that this second generation of ADCs or, indeed, the similes, the Bicycle, for example, is going to come up with as good 
a result [as EV-pembro]. Let me explain why that might be the case. Firstly, if you repeat the experiment right now, it's going to be pretty 
hard. And a lot of inferiority trials take a long time. And I'm not clear that they're going to perform those studies. But if you re-perform EV-
203 now, most countries have second-line EV, which will create some salvage and, inevitably, there'll be a degree of dilution of that 
survival signal. More patients, I think, will get maintenance avelumab. So even if they've got with a level playing field, I'm not convinced 
the results of another study will be as good as we've got with EV-203. It's unusual to get OS hazard ratios in the 0.4s. 

“

“



Bladder Cancer Part 1 – ADCs and TKIs (4/4)
Experts are cautiously optimistic as to the future role of TKIs in bladder 
cancer

Experts are hopeful that next-generation TKIs will have a better therapeutic index 
and/or be better tolerated than those currently available
> Currently, the only TKI with level 1 evidence is the pan-FGFR TKI erdafitinib, and 

experts expressed that doctors are not able to administer it to the average patient 

Experts have been generally disappointed by VEGF TKIs in bladder cancer
> Many believe VEGF TKIs should no longer be pursued in bladder cancer
> Some experts think there may be a subset of patients who benefit from these agents

Dr Tagawa:
I'd love to have the next generation work. Well, 
I'd say at least work as well, but have maybe a 
better therapeutic index. So, work better or work 
the same, and it would be better tolerable. So, I 
think we can all find a way to make many of our 
patients tolerate, just like with EV—kind of the 
art that Tom talked about. 

“
“

Dr Powles:
I wouldn't want to be starting new studies with cabozantinib, lenvatinib, or 
other VEGF TKIs. Now, clearly, there’s one exception to that rule, which is 
erdafitinib, and we saw some data earlier on and I think we should put 
erdafitinib in a separate bucket. We know FGFR is a driver of the disease, 
and I think that's important, just to differentiate that drug between other 
drugs that have failed.

“

“



Conference Highlights
Bladder Cancer Part 2 – Immunotherapies 



Background
> ABACUS was a phase II trial investigating 2 cycles of 

atezolizumab before cystectomy in pts with MIUC who did not 
receive neoadjuvant cisplatin-based chemotherapy

> This exploratory biomarker analysis used different definitions of 
ctDNA response (variant allele frequency [VAF]) and assessed 
correlation with tissue response at time of cystectomy in the 
ABACUS trial (N = 40) 

Outcomes
> There was no association between VAF reduction of 50% and 

tissue response (pathologic complete response [pCR]) (P = .24)
> All pts with ctDNA clearance had pCR
> Additional analysis showed no association between a ctDNA 

reduction of 75% and pCR (P = .24)

Dr Powles’ conclusion
> “This suggests to us in an exploratory analysis that ctDNA 

clearance may be useful, but just having the reduction but not 
clearance of ctDNA may be less useful”

> “I'm concerned that pathological CR may not be a good endpoint”

Predictive value of ctDNA and baseline biomarkers with neoadjuvant 
atezolizumab in the ABACUS trial
Young MN, et al. 2024 ASCO GU; Abstract 534



Background
> This ongoing study is examining the efficacy and safety of APL-

1202, a MetAP2 inhibitor, combined with PD-1 inhibitor 
tislelizumab as neoadjuvant therapy in cisplatin-ineligible pts with 
MIUC (N = 42; results currently available for 32)

> Primary endpoint is pCR

Outcomes
> Pathologic response rates are shown in the table below
> The most common TEAEs grade ≥3 were anemia, lymphocyte 

count decreased, and intestinal obstruction

Dr Powles’ conclusion
> “This I think is an interesting drug. I don't think it's ready yet for a 

randomized phase III study, but it's not working in the same way as 
chemotherapy or an ADC. As you know, immune combinations 
have struggled before. I think this is not just immune, but also has 
an antiangiogenic component to it, and we're looking forward to 
seeing more from this preliminary data. The adverse event profile 
suggested more anemia and a little bit more hematological toxicity, 
which underlines the mechanism of action of the drug”

Interim analysis of phase II ANTICIPATE trial
Galsky MD, et al. 2024 ASCO GU; Abstract 632



Background
> This study evaluated the efficacy and safety of adjuvant 

nivolumab to definitive CRT in pts with nonmetastatic UC 
(nmUC; N = 28)

> Primary endpoint was failure-free survival (FFS) at 2 yr
> Median follow-up was 11 mo

Outcomes
> FFS at 2 yr was 38.7%
> Disease relapse occurred in 16 pts
> Grade ≥3 TEAEs occurred at a frequency of 10.7%. These were 

elevated transaminases, diarrhea, and polymyalgia rheumatica
> Disease relapse correlated with high-risk clinical features

Dr Powles’ conclusion
> “I think it's exciting. It's difficult with single-arm adjuvant studies to assess efficacy, but I think what it's highlighting is that we have now got 

randomized radiation therapy studies looking at adjuvant and neoadjuvant immune checkpoint inhibition. I expect over the next 2 or 3 years 
to hear a lot more about radiation therapy as a potentially curative option, followed by either neoadjuvant or adjuvant or both immune 
checkpoint inhibition to try and improve outcomes. The conclusion of this study, as you can see here, is actually patients did quite well with 
this adjuvant period of therapy, and I personally feel we need to move away from cystectomy in the medium and long term. They concluded 
that adjuvant nivo had promising results, which I think is fair and reasonable”

Phase II NEXT trial
Fortuna GG, et al. 2024 ASCO GU; Abstract 612



Background
> This study examined the efficacy and safety of nivo + nab-paclitaxel 

(ABX) followed by postsurgical adjuvant nivo in pts with MIUC (N = 31)
> Primary endpoint was pCR 

Outcomes
> Four pts had grade 3 TEAEs, including neutropenia, asthenia, 

increased AST/ALT, neurotoxicity, and acute renal failure
> In total, 11 pts (38%) had a ypT0N0 response and 21 (72%) a ypT≤1N0 

response
> No disease progressions occurred during neoadjuvant treatment
> 12-mo EFS was 96.4% 
> Mean tumor mutational burden was 12.3 mut/Mb for ypT0N0 

responders vs 5.8 mut/Mb for nonresponders
> All pts with MRI complete response had a ctDNA-negative assay post-

neoadjuvant nivo-ABX

Dr Powles’ conclusion
> “Will this ever be a standard care? I really don't know. I think it's quite 

complicated, because we're not using neoadjuvant nab- paclitaxel. I 
think EV-pembro will supersede this. I think that's probably one of the 
last attempts we're going to have looking at different types of 
chemotherapy that is not ADC based, in combination with immune 
checkpoint inhibition”

Phase II NURE-Combo trial
Mercinelli C, et al. 2024 ASCO GU; Abstract 610



Key Insights
Bladder Cancer Part 2 – Immunotherapies 



Bladder Cancer Part 2 – Immunotherapies (1/2)
The role of IO in adjuvant therapy is rapidly evolving

Experts speculated whether to use adjuvant nivo in patients with high-risk 
disease post-cystectomy, given the lack of OS data in this setting
> Experts acknowledged the potential benefit of earlier IO therapy, but believe they 

may forgo some benefit of EV-pembro in the first-line metastatic setting if the 
patient’s disease relapses

− Currently, most experts would rather give EV-pembro upon relapse than 
adjuvant nivo followed by gem-cis, due to lack of OS data with nivo

> Experts believe future trials in the adjuvant space should randomize patients on the 
basis of ctDNA status, as ctDNA-positive patients are clearly high-risk

Experts questioned the role of pembrolizumab in the adjuvant setting, in light of 
the lack of OS benefit in the AMBASSADOR trial
> Experts are unsure whether pembro will receive FDA approval in this setting
> They are concerned that some physicians use it off-label in this setting, even with 

no level 1 evidence

Dr Powles:
I do think this whole area of ctDNA is really 
going to be a big, important thing for a lot of 
areas, including bladder cancer too. Instead of 
just throwing the spaghetti against the wall, I 
think the ctDNA stuff, particularly for bladder, is 
going to be very, very important for us in 
deciding therapies and responses.

“
“

Dr Friedlander:
Nivo's approved here in the US, and I have a lot of patients who get cystectomy and have high-risk disease. And we really face this 
dilemma of what to do. Because if we've learned anything from JAVELIN [Bladder 100] and from the EV studies and CheckMate 901, it's 
getting the checkpoint inhibitor into the arm of the patient is really important, because there's attrition of patients into the metastatic setting. 
Patients relapse with bone mets, brain mets, pulmonary embolisms, really bad things. And so I face this a lot. And it's very hard to tell a 
patient, Well, we have DFS, but we don't have OS, so we shouldn't treat you with adjuvant nivo. But in the back of my head, I have the 
exact same consideration of, are we forgoing some benefit of EV-pembro in a later-line setting? 

“

“



Bladder Cancer Part 2 – Immunotherapies (2/2)
The optimal sequencing of PD-(L)1 agents in bladder cancer is unknown

Data for EV-pembro in the perioperative setting are needed to help address this
> Experts believe perioperative EV-pembro will show a survival benefit, moving PD-

L1 inhibitors into the neoadjuvant setting
> However, they believe the utility of EV might be limited by its toxicity in this setting 

Experts discussed whether there is a difference in efficacy between PD-1 and 
PD-L1 inhibitors in bladder cancer
> Experts cannot discount the possibility that there may be a difference in efficacy 

between the two, but do not believe this is the case, since both have produced 
positive trials in bladder cancer

> Whether patients can be switched from one to the other is an important unmet 
question with no data to guide decisions at this time

Dr Petrylak:
I think that we really need to see the data on EV-
pembro in the neoadjuvant setting. There's no 
reason, in my mind, why that should be any 
different than seeing this later. You know, the 
question, of course, is going to be toxicity, in 
terms of the EV portion in the neoadjuvant state. 
There may have been a little bit of a different 
signal that we saw in some of the single-agent 
trials, in terms of toxicity. 

“
“

Dr Nanus (on PD-1 vs PD-L1 inhibitors):
In the kidney session, that’s one of the theories of why you're seeing nivo not work and pembro work. That's one theory. Could it be that? 
So I think we can't discount that as a possibility. Though, here you see 2 positive trials with different antibodies, so maybe it's not true in 
bladder. I mean, it may be different; I don't know. It's a good question. It’s always something you think about, and I think for a year, since 
the beginning, should I—if patient fails on one, should I go to another? Now, if the patient got neoadjuvant on one and now he relapses, or 
they've got it for local disease, should I go to a different PD-1? To PD-L1? I don't know. 

“ “



Conference Highlights
Prostate Cancer Part 1 – Localized Prostate 
Cancer 



Background
> This study presented outcomes with enzalutamide monotherapy 

(enza) vs leuprolide by treatment suspension status in pts with 
high-risk biochemically recurrent (BCR) prostate cancer (N = 1068)

Outcomes
> In the suspension group, the 3-yr metastasis-free survival (MFS) 

rate was similar between enza and leuprolide (88.1% vs 90%; HR 
0.84; P = .3659)

> In the no-suspension group, 3-yr MFS rates were longer with enza 
vs leuprolide (88.5% vs 66.9%; HR 0.34; P = .0378)

Dr Sartor’s conclusion
> “If you had no treatment suspension, the enzalutamide 

monotherapy did better. That's a pretty impressive hazard ratio of 
0.34. Now, you know, there are a whole bunch of things that they 
don't necessarily go into extreme details about, but I'll simply say, 
you get a lot of breast enlargement, you're going to have the 
gynecomastia. You probably need to either radiate the breast or 
use tamoxifen or an aromatase inhibitor” 

Outcomes of suspended enzalutamide monotherapy in the phase III 
EMBARK trial
Shore ND, et al. 2024 ASCO GU; Abstract 15



Background
> This study examined the efficacy and safety of RT dose 

escalation in combination with long-term ADT in high-risk pts with 
prostate cancer (N = 505)

Outcomes
> Biochemical and clinical PFS (bcPFS) was significantly improved 

in the dose-escalated RT arm compared with conventional RT arm 
(HR 0.56; P = .0005)

> 5-yr bcPFS was 91.4% and 88.1% in dose-escalated RT and 
conventional RT, respectively 

> There were significant differences in prostate cancer-specific 
survival (HR 0.48; P = .0090) and OS (HR 0.61; P = .0039)

> There was no significant difference between arms regarding grade 
≥2 toxicity

Dr Sartor’s conclusion
> “When you have an overall survival benefit, you’ve got to pay 

attention to it, and they hit that. They claimed the toxicity was 
about the same, between 70 and 80. I'm not going to do a big 
review, but I'll simply say, not everyone would agree with that. We 
don't have radiation oncologists on board here. But I'll simply say, 
when you dose escalate, there's generally a penalty to pay”

OS results

Phase III GETUG-AFU 18 trial
Hennequin C, et al. 2024 ASCO GU; Abstract LBA259



Background
> This study was conducted at 12 UK centers to assess the impact of abiraterone acetate (AA) or enzalutamide (ENZ) on cognitive 

function and fatigue in pts with mCRPC (N = 253) 
> Cognition was assessed using the CANTAB assessment tool at baseline prior to initiation of AA or ENZ and then at 3, 4, and 6 mo
> Pt-reported outcomes were also collected at these timepoints

Outcomes
> There was no difference between AA and ENZ in mean composite cognitive outcome (3 mo: P = .553; 6 mo: P = .198); however, the 

Reaction Time Task difference was significant at 3 mo (P = .009) and 6 mo (P = .037)
> There was significant deterioration in the ENZ (P <.001) but not the AA group, with a statistically significant difference in mean fatigue 

between AA and ENZ at 3 mo (P <.001), and at 6 mo (P <.001)
> Mean PHQ-9 score (for depression) showed increased levels of depression in both groups, but with outcomes significantly poorer in ENZ 

at 3 mo (P = .022) and 6 mo (P = .020) compared with AA
> Mean perceived cognitive ability was significantly poorer in ENZ at 3 mo (P <.001) and at 6 mo (P <.001), with no significant difference 

between groups in perceived cognitive impairment

Dr Sartor’s conclusion 
> “The enza patients reported more fatigue, more depression, deterioration in perceived cognitive ability, and have a slower reaction time 

compared to abiraterone. And I actually think it's true. When you actually look at their data, there wasn't much difference on this cognitive 
outcome, but the patients reported that they have a perceived cognitive problem, and they have more fatigue and depression on the enza” 

Cognitive function in the ACE study
Bahl A, et al. 2024 ASCO GU; Abstract 20



Key Insights
Prostate Cancer Part 1 – Localized Prostate 
Cancer 



Prostate Cancer Part 1 – Localized Prostate Cancer (1/3)
Experts had differing opinions on the role of enzalutamide (enza) 
monotherapy

Some experts are unimpressed by enza monotherapy data, while others view 
enza as a valid option for patients wishing to avoid castration
> They highlighted a shortcoming of the EMBARK study, noting it did not include 

PSMA-PET scans, which are routinely used in clinical practice
> Experts believe PSMA-PET–directed SBRT completely disrupts the EMBARK 

paradigm
> They speculated that enza monotherapy might be a good option for patients with 

Alzheimer’s or cognitive impairment in whom they do not want to lower testosterone 
levels

Experts are concerned about several troublesome side effects of enza, including 
gynecomastia and nipple soreness, which are mentally challenging for patients 
to cope with
> Breast irradiation or aromatase inhibitors are often necessary as supportive care
> Depression and fatigue were also cited as bothersome side effects of enza

Dr Sartor (on enza monotherapy):
I'm not such a big fan, myself. But I thought it 
was interesting that if you got a good PSA 
decline and you stopped, then the enzalutamide 
monotherapy and the LHRH was the same. It 
was mainly those patients that did not stop, did 
not hit the PSA below 0.2, where the benefit of 
the enza monotherapy came through.

“
“

Dr Agarwal:
If I may make a comment on the EMBARK trial: So, it is practice influencing for me, because even though PSMA-PET could be 
positive, I at least have the opportunity to prescribe enzalutamide as monotherapy for those patients who really despise castration. 

“ “



Prostate Cancer Part 1 – Localized Prostate Cancer (2/3)
Experts discussed the current accessibility and future utility of 
darolutamide

Experts believe darolutamide is better tolerated than enza, but it is an expensive 
drug that is difficult for patients to afford
> Darolutamide has less CNS penetration than enza, and therefore may lead to less 

cognitive impairment
> However, there is currently no generic version of darolutamide available, and it is 

difficult to get the name-brand approved by insurance 
> If darolutamide is confirmed to improve cognitive outcomes compared with enza in 

clinical trials, experts believe it may be practice changing
> Experts expressed that regulatory changes are needed to make the drug more 

widely available

Dr Sartor (on darolutamide):
It is [difficult to obtain], I agree. I've got some 
wealthy guys who are doing it, but they're 
paying a lot of money to do it.

“ “
Dr Friedlander:
I would also just add, going on to this question of enza vs abiraterone vs darolutamide, there is an Alliance study, a phase II, that's 
comparing daro to enza, which I think is the more apt comparison, at least here in the US. Because if we really do see improved 
cognitive outcomes with daro, which has less CNS penetration, I think that would be a game-changer in the prostate cancer world.

“ “



Prostate Cancer Part 1 – Localized Prostate Cancer (3/3)
Experts discussed the optimal duration of androgen deprivation therapy 
(ADT)

There is currently no level 1 evidence to determine optimal length of ADT in 
localized prostate cancer treated with SBRT
> Most experts administer ADT for 6 months to 2 years, depending on patient 

response and tolerance
− Patient tolerance to ADT varies greatly

> Experts are concerned about the CNS toxicity associated with ADT, but agreed 
abiraterone also has its own issues, including cardiotoxicity

> Experts agreed ADT compromises most patients’ quality of life, so it is often 
administered for shorter durations than initially anticipated

Dr Sartor:
We talked about duration of hormonal therapy in 
addition to the SBRT, and I’m going to say, Look, 
we don't really know, but depending on your 
response, I'm not going to give you hormones 
forever. I anticipate stopping it. There's a good 
debate going on right now among the field, about 
how long should you give it? I say at least 6 
months, but I don't know anybody who goes 
longer than 2 years. Should you do 6, 9, 12, 18, 
you know, whatever? We don't really have the 
data. But I told him I'm not going to treat him with 
hormones forever, and that's the key point. 

“
“

Dr Nanus:
I do the same thing. I'll tell them at least 6 months. If you're really doing great, it might be better to go longer. No more than 2 years. “ “

Dr Petrylak:
The other thing we have to remember, too, is that with abiraterone we 
are in some situations trading CNS toxicity for cardiac toxicity, because 
the hypertension is an issue. 

“ “
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Background
> This study evaluated the efficacy and safety of AR inhibitor 

abiraterone (arm I) vs PARP inhibitor olaparib (arm II) vs the 
combination (arm III) in first-line mCRPC with germline and/or 
somatic mutations in BRCA1/2 or ATM (N = 61)

Outcomes
> Abiraterone + olaparib was well tolerated and resulted in longer 

PFS vs either agent alone or sequentially
> The most common grade 3 TEAEs were fatigue, anemia, and ALT 

increases
> OS data are not mature enough, with 3 deaths in Arm I and 2 in 

Arm II

Dr Agarwal’s conclusion
> “This was a relatively small trial, but still practice-influencing data, 

in my view . . . because when we presented those large trials, 
when we saw those large trials, there was a question among [the] 
audience’s mind of, don't we sequence? Why should we just 
combine enza + darolutamide or abiraterone + ola up front? And I 
think this trial answers that question and there is a sense of synergy” 

Progression-free survival from randomization

Phase II BRCAAway trial
Hussain MHA, et al. 2024 ASCO GU; Abstract 19



Background
> This study evaluated the efficacy and safety of cabozantinib + 

atezolizumab vs second novel hormonal therapy (NHT) in pts 
with mCRPC who have experienced progression on a prior 
NHT (N = 507) 

Outcomes
> Median radiographic PFS was significantly longer with C + A vs 

NHT (6.3 vs 4.2 mo; HR 0.65; P = .0007) including in subgroups 
with liver metastasis (6.0 vs 2.1 mo; HR 0.47) or prior docetaxel 
treatment (8.8 vs 4.1 mo; HR 0.55)

> ORR was higher in C + A vs NHT in the ITT population (13.6% 
vs 4.2%)

> OS data are immature
> TEAEs occurred in 97% of pts on C + A vs 87% on NHT (grade 

3/4 events, 48% vs 23%) 

Dr Agarwal’s conclusion
> “I concluded by saying the trial met the PFS endpoint. The OS 

is turning in right direction. We are seeing unusually good 
effect in the liver metastasis population and prior docetaxel 
therapy population. And I argued that these are clinically 
meaningful data as well”

Progression-free survival

Phase III CONTACT-02 trial
Agarwal N, et al. 2024 ASCO GU; Abstract 18



Background
> This study evaluated the efficacy and safety of MK-5684, a 

selective CYP11A1 inhibitor, in heavily pretreated androgen 
receptor ligand-binding domain (AR-LBD) mutation-positive and 
mutation-negative mCRPC (N = 134)

Outcomes
> MK-5684 profoundly suppressed androgen synthesis, resulting in 

PSA50 responses in 55.6% and 16.7% of pts and PSA30 
responses in 69.8% and 30.0% of pts, with and without AR-LBD 
mutations, respectively 

> At the time of abstract data cutoff, objective responses by RECIST 
had occurred in 8 pts, all with AR-LBD mutations (ORR 20.5% for 
AR-LBD positive)

Dr Agarwal’s conclusion
> “Bottom line is we are seeing some encouraging signals in AR-

LBD mutation patients, but literally no signal in patients who are 
wild-type AR-LBD. So you can see the responses here, which is 
for this small trial, these are quite encouraging, exciting. . . . Our 
safety continues to bother me. I would be excited if [phase III] trial 
is positive, so that we have one more treatment option. But I 
remain concerned about the side effects” 

ORR in RECIST-evaluable patients

Phase II CYPIDES trial
Fizazi K, et al. 2024 ASCO GU; Abstract 159



Background
> This study reports the initial efficacy and safety results of CC-94676, a first-in-class AR ligand-directed degrader designed to induce 

rapid, sustained, and highly selective AR degradation, in pts with mCRPC that progressed on SOC therapies (N = 95)

Outcomes
> The most common TRAEs were dose dependent: QTc prolongation (asymptomatic) (43%; grade 3 [G3]: 9%), bradycardia (31%; G≥3: 

none), and fatigue (24%; G≥3: none). G3 TRAEs were manageable with dose modifications
> PSA responses and radiographic tumor shrinkage occurred across all dose levels, including in pts with AR wild-type, amplifications, and 

mutations, and in heavily pretreated pts whose disease progressed on abiraterone, enzalutamide, and chemo
> At 900 mg BID, the median duration of treatment was 182 days and 45% of pts remained free of radiographic progression with treatment 

ongoing at 6 mo

Dr Agarwal’s conclusion
> “This trial is moving forward. I think side effects were manageable. This is, again, a first-in-human study and these are always

encouraging data to me. At this level, I can tell that these are encouraging data, but there are so many AR-LBD degraders, inhibitors 
emerging. I think some of them will have a role in the clinic in selected patients. So, regarding this abstract, this looked promising. But 
we'll see how it is going to pan out in larger phase II trial”

Phase I study of CC-94676
Rathkopf D, et al. 2024 ASCO GU; Abstract 134
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Prostate Cancer Part 2 – Metastatic Prostate Cancer (1/2)
Experts do not believe checkpoint inhibitors have a bright future in mCRPC

Checkpoint inhibitors have not performed well in metastatic prostate cancer
> Experts are not confident that adding CTLA-4 inhibitors to PD-(L)1 inhibitors will improve 

efficacy
> Experts have not been impressed by data for TIGIT antibodies in this setting

Experts are underwhelmed by the CONTACT-02 study results
> Some experts believe most of the improvement in survival seen in the study was driven 

by cabozantinib and not atezolizumab
> Others pointed out it is difficult to tease out the effects of each drug because of the trial 

design
> However, experts are impressed by the efficacy of this combination in patients with liver 

mets, who have been historically difficult to treat

Immunotherapies with novel mechanisms of action have produced encouraging 
results in metastatic prostate cancer
> Experts are impressed by early response rates for AMG 509, a STEAP1-targeted T-cell 

engager molecule, in mCRPC

Dr Petrylak:
This is a problem—the question of immune 
therapy and prostate cancer is very 
challenging. It's not like we see in other 
tumors. I mean, we've had so many 
negative trials of single-agent checkpoint 
inhibitors, I find it hard to believe that adding 
CTLA-4 [inhibitors] is going to make a 
difference. I think this is sort of a dead end 
at this point.

“

Dr Friedlander:
I think we should be careful not to throw the baby out with the bathwater. It does seem that the checkpoint inhibitors are not performing well 
in prostate cancer. The data from ESMO, though, for the STEAP1 bispecific AMG 509 that produced about 25% response rate. And so I 
think there's some more promising immunotherapy out there that's being expanded into much larger study. So it's not to say 
immunotherapy is dead, I just think that the addition of immunotherapy checkpoint inhibitors is not so clear. 

“ “

“



Prostate Cancer Part 2 – Metastatic Prostate Cancer (2/2)
Experts discussed the future role of radiopharmaceuticals

Experts perceive Ra-223 as an outdated regimen
> Experts still use Ra-223 in certain patients with symptomatic bone mets, but do not 

see it playing a large role in the future
> Experts recognize the heightened risk of bone fractures associated with Ra-223

− They pointed out that the DSMB intervened, requiring the inclusion of 
bone-protective agents in trials involving Ra-223

> Experts believe the only way Ra-223 can stay relevant in the current landscape is 
to move forward in trials combined with enza or chemo

Experts discussed the utility of PSMA-targeting radioligand therapies
> Experts drew comparisons between the PSMAfore study of 177Lu-PSMA-617 and 

the SPLASH study of 177Lu-PNT2002, including the dosing of agents
> They believe 177Lu-PNT2002 was dosed too low in the SPLASH study and that 

could be why it was so well tolerated

Dr Sartor (on 177Lu-PNT2002):
And it's very well tolerated, but I think it was 
dosed too low. And just for quick review, it was 
dosed at 6.8 instead of 7.4. It was dosed at Q8 
instead of Q6. It was dosed for 4 total doses, 
max. And I'll simply say that 6.8 Q8 times 4 is 
probably not as good as 7.4 Q6 times 6. And 
that's the comparison between PSMAfore and 
the SPLASH trial. 

“
“

Dr Sartor:
I think that if radium's going to have an impact, you're going to have to have more trials that are going to show that it's relevant in the 
current landscape. You can't just keep doing the same old study and quoting the same old study over and over and over again, and
expect it to be relevant when the landscape is changing underneath your feet. 

“ “
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Background
> This study is evaluating adjuvant nivolumab + ipilimumab (NIVO + IPI) vs 

placebo (PBO; Part A) or adjuvant NIVO monotherapy vs PBO (and NIVO 
monotherapy vs NIVO + IPI to assess the contribution of components; Part B) 
in pts with localized RCC at high risk of post-nephrectomy relapse (N = 619)

Outcomes
> The primary endpoint of DFS with NIVO vs PBO was not met
> Median DFS was not reached in either arm; DFS probabilities were 83.3% vs 

78.2% (at 12 mo) and 78.4% vs 75.4% (at 18 mo), respectively

Dr Nanus’ conclusion
> “When you look at subgroups, nothing really stood out; 

maybe a little bit in sarcomatoid, high PD-L1 
expression, and then anemia, which may just be 
spurious. It's unclear. So there's a little bit of a signal 
that maybe in those high-risk patients that are more 
likely respond to immunotherapy, adjuvant NIVO may 
have a role”

Part B of the phase III CheckMate 914 trial
Motzer RJ, et al. 2024 ASCO GU; Abstract LBA358



Background
> Results from the third prespecified interim analysis with a median 

follow-up of ~57 mo from the KEYNOTE-564 trial evaluating 
adjuvant pembrolizumab vs placebo following nephrectomy in pts 
with clear-cell RCC (ccRCC) at an increased risk of recurrence  
(N = 994) 

Outcomes
> Statistically significant improvement in OS was observed with 

pembrolizumab vs placebo (medians not reached; HR 0.62; P = 
.0024) 

> The estimated OS rate at 48 mo was 91.2% with pembrolizumab 
and 86.0% with placebo

> OS benefit was observed across key subgroups

Dr Nanus’ conclusion 
> “It’s the very first trial after many, many studies of adjuvant 

therapy for renal cancer that showed an improvement in OS. So 
that's pretty exciting. And it worked across all categories. And you 
can see, again, in sarcomatoid and a high CPS score, it worked 
well. It really isn't practice changing, because people are already 
giving adjuvant, but it confirms what the FDA already approved” 

Overall survival in the ITT population

Phase III KEYNOTE-564 trial
Choueiri TK, et al. 2024 ASCO GU; Abstract LBA359



Background
> This study reports long follow-up data (minimum 7.5 yr) for the 

efficacy and safety of first-line NIVO + IPI vs sunitinib (SUN) in pts 
with advanced RCC (aRCC; N = 1096) 

Outcomes
> OS with NIVO + IPI vs SUN remained superior in ITT (HR 0.72) and 

intermediate/poor-risk (IP; HR 0.68) pts; OS benefits were similar 
between arms in favorable-risk pts (FAV; HR 0.87)

> ORR was higher with NIVO + IPI vs SUN, with more ongoing 
responses in ITT (60% vs 50%) and IP (60% vs 50%) pts

> In FAV pts, ORR was lower with NIVO + IPI vs SUN (59% vs 52%, 
respectively)

> Median duration of response (DOR) was longer and CR rate was 
higher with NIVO + IPI vs SUN regardless of IMDC risk 

> Incidence of any and grade 3–4 treatment-related adverse events 
remained largely unchanged vs the earlier-cutoff data

Dr Nanus’ conclusion 
> “After 8 years, everything had improved over time, and it was even 

better now. Likely these patients are, some of them are cured. And 
I think the nice thing that we're seeing is these long-term 
maintained, free-from-relapse patients. We may be curing patients” 

Overall survival in the ITT population

Phase III CheckMate 214 trial
Tannir NM, et al. 2024 ASCO GU; Abstract 363



Background
> This study reports efficacy outcomes per baseline tumor size in 

the lenvatinib + pembrolizumab (L + P) arm of the CLEAR trial, 
which showed significant improvements in PFS, OS, and ORR vs 
sunitinib (S) in pts with aRCC (N = 355) 

Outcomes
> CR rate was lower in pts with larger tumors

Dr Nanus’ conclusion 
> “I think the only thing that is interesting that I took home from this 

study was just the response proportion, or the CR proportion. And 
you can see very low CR rate in people with large tumors, which 
speaks to what may be the role of surgery in some of these 
patients with these very large tumors, in terms of trying to give a 
CR rate. This was interesting” 

Overall survival by tumor size

Phase III CLEAR trial subgroup analysis
Grünwald V, et al. 2024 ASCO GU; Abstract 364
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Renal Cell Carcinoma (1/2)
Experts think there is a future for pembrolizumab and nivolumab in RCC

Experts believe the latest data from KEYNOTE-564 confirm the utility of adjuvant 
pembrolizumab in clear cell RCC 
> Updated data confirmed what the FDA already approved 

After 8 years of follow-up, the data support use of first-line ipi-nivo in patients 
with advanced RCC
> Experts were impressed with the high rate of relapse-free survival and the lack of 

long-term toxicities in CheckMate 214
> Experts believe ipi-nivo offers patients the best chance at cure
> Most experts use first-line ipi-nivo in patients with advanced RCC, but some are 

more comfortable giving a TKI-IO combination in appropriate patient subsets
> Experts believe improvement in patient selection is needed to identify which 

patients should receive up-front ipi-nivo; they do not support use of IMDC 
classification for this purpose

> Some experts questioned the contribution of ipi in this setting, since ipi-nivo did not 
outperform nivo + placebo in CheckMate 914

Dr Powles:
I think we should stop using IMDC classification 
to have ipi-nivo. And if I was a good-risk patient, 
I would rather have a shot at immune therapy 
up front than 5 or 10 years of VEGF TKI 
therapy. That's my personal opinion. And 
actually, I think the global community is going to 
shift its position. I'm not sure the FDA will. We 
need to move into the 21st century with tissue-
based biomarkers.

“
“

Dr Nanus:
I think the data still support that ipi-nivo, for the intermediate- and the poor-risk patients, has the best chance, I guess you could say, 
of being cured. We're looking at 8 years of data and there's a really large proportion of patients that are still relapse free. 

“ “



Renal Cell Carcinoma (2/2)
Experts believe new targets are needed in RCC 

Experts think the development of VEGF TKIs and PD-1–targeted therapies has 
run its course in RCC, and new targets are needed, such as HIF-2α 
> Experts indicated belzutifan has replaced everolimus as a third- or fourth-line 

therapy option for RCC on the basis of data from LITESPARK-005 
> They agreed hypoxia could limit the utility of belzutifan, especially in low-risk patients
> Nevertheless, experts suggested many patients still find relief from this regimen 

because the overall side effect profile is more tolerable than that of sunitinib or 
cabozantinib

> Belzutifan has thus far been tested very late in the disease course, and experts 
believe it should be moved into earlier lines of therapy to potentially cure patients

− Experts eagerly await data for first-line belzutifan in combination with 
cabozantinib

Dr Agarwal:
I personally think belzutifan brings relief to my 
patients who have been on sunitinib or 
cabozantinib for years. You have hand-foot 
syndrome, diarrhea, skin peeling off, dryness of 
the skin. And even though they are on oxygen
or they have anemia or some fatigue, they 
actually feel much better not having to deal with 
lack of taste. They gain weight, they feel better. 
So that's my clinical experience with belzutifan. 

“

Dr Powles:
My take on this is that belzutifan has been tested very late in the disease. 
It's an extremely specific agent. My feeling is it's going to be a better drug 
earlier in the disease. I also feel because it's well tolerated, it's going to be 
a really good drug to combine. The cabozantinib-belzutifan frontline data 
had response rates of 70%— seven-zero!--which may be a sign of future 
things. 

“

“

“
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