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Meeting Snapshot

DATE: 
September 24, 2024

PANEL: Key experts in 
GU malignancies
> 6 from the US
> 2 from Europe

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

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

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 6 US and 2 European GU Cancer Experts

CHAIR: 
Daniel Petrylak, MD
Yale Cancer Center

Leonard Gomella, MD, FACS
Thomas Jefferson University

Scott Tagawa, MD, FACP, FASCO
Weill Cornell Medicine

Terence Friedlander, MD
University of California, 
San Francisco

Joaquim Bellmunt, MD, PhD 
Dana-Farber Cancer Institute

Susan Slovin, MD, PhD
Memorial Sloan Kettering Cancer Center

Manuela Schmidinger, MD
Medical University of Vienna

Karim Fizazi, MD, PhD
Institut Gustave Roussy



Meeting Agenda
Time (EST) Topic Presenter
9.00 AM – 9.05 AM / 15.00 – 15.05 Welcome and Introductions Daniel Petrylak, MD

9.05 AM – 9.15 AM / 15.05 – 15.15 Bladder Cancer Part 1 – NMIBC and MIBC Leonard Gomella, MD, FACS;  
Terence Friedlander, MD

9.15 AM – 9.35 AM / 15.15 – 15.35 Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

9.35 AM – 9.45 AM / 15.35 – 15.45 Bladder Cancer Part 2 – Metastatic Urothelial Cancer Joaquim Bellmunt, MD, PhD 

9.45 AM – 10.05 AM / 15.45 – 16.05 Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

10.05 AM – 10.15 AM / 16.05 – 16.15 Renal Cell Carcinoma Manuela Schmidinger, MD

10.15 AM – 10.35 AM / 16.15 – 16.35 Summary and Key Takeaways Moderator: Daniel Petrylak, MD

10.35 AM – 10.40 AM / 16.35 – 16.40 BREAK

10.40 AM – 10.50 AM / 16.40 – 16.50 Hormonal, Cytotoxic, and Targeted Therapies for 
Metastatic Castration-Resistant Prostate Cancer Scott Tagawa, MD, FACP, FASCO 

10.50 AM – 11.05 AM / 16.50 – 17.05 Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

11.05 AM – 11.15 AM / 17.05 – 17.15 Radioligand Therapies for Prostate Cancer Karim Fizazi, MD, PhD 

11.15 AM – 11.35 AM / 17.15 – 17.35 Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

11.35 AM – 11.45 AM / 17.35 –17.45 Localized and Hormone-Sensitive Prostate Cancer Susan Slovin, MD, PhD

11.45 AM – 12.00 PM / 17.45 – 18.00 Discussion and Key Takeaways Moderator: Daniel Petrylak, MD

12.00 PM / 18.00 Summary and Closing Remarks Daniel Petrylak, MD



Conference Highlights
Bladder Cancer Part 1 – NMIBC and MIBC



TAR-200 + cetrelimab (CET) or CET alone as neoadjuvant therapy in patients 
with MIBC who are ineligible for or refuse Cis-based NAC: SunRISe-4
Necchi et al. ESMO 2024; LBA84

STUDY POPULATION AND METHODS
> Pts with cT2-T4a N0M0 MIBC were randomized to 12 wk of 

neoadjuvant therapy with CET (N=41) or CET + the gemcitabine-
eluting intravesical agent TAR-200 (N=79), followed by cystectomy

EFFICACY AND SAFETY OUTCOMES
> CET + TAR-200

– pOR: 60%; pCR: 42%
> CET monotherapy

– pOR: 36%; pCR: 23%
> Lower T stage and incomplete TURBT were associated with higher 

pORs in the combination arm (68% vs 39% and 67% vs 59%, 
respectively)

> The most frequent TRAEs in the combination arm were dysuria (28%), 
pollakiuria (28%), micturition urgency (15%), and hematuria (14%)

EXPERT CONCLUSIONS
> This is the first study of a combination of an intravesical agent with systemic immune checkpoint inhibition; demonstrated favorable outcomes  

merit moving forward
– However, approximately one-third of pts were unable to tolerate a full 4 cycles of TAR-200

EFFICACY BY TAR-200 DOSE EXPOSURE



TAR-200 ± cetrelimab (CET) and CET alone in patients with BCG-
unresponsive high-risk NMIBC: Updated results from SunRISe-1
Van der Heijden et al. ESMO 2024; LBA85

STUDY POPULATION AND METHODS
> Pts with BCG-unresponsive high-risk NMIBC were randomized to 

CET + TAR-200 (N=53), TAR-200 (N=85), or CET (N=28)
– Approximately two-thirds of pts had CIS-only disease, and 

one-third had CIS + papillary disease

EFFICACY AND SAFETY OUTCOMES
> pCR rates were highest with TAR-200 monotherapy (83.5%)

– 82% of pts remain in response after a median follow-up of 
9.2 mo

> pCR rates were 68% for TAR-200 + CET and 46% for CET alone
> The most common TRAEs of any grade in the TAR-200 cohorts 

were pollakiuria, dysuria, hematuria, and urinary tract infection

EXPERT CONCLUSIONS
> The SunRISe-1 cohorts support the use of TAR-200 monotherapy in pts with BCG-unresponsive high-risk NMIBC

– Clearly, putting something in the bladder locally for high-risk NMIBC is beneficial
> Cetrelimab monotherapy showed comparable efficacy to pembrolizumab

DURABILITY OF RESPONSES



Nivolumab + chemoradiotherapy in patients with nmMIBC not undergoing 
cystectomy: Phase II, randomized study by the Hellenic GU Cancer Group
Kougioumtzopoulou et al. ESMO 2024; 1961O

STUDY POPULATION AND METHODS
> 77 pts with nonmetastatic MIBC who were not candidates for 

cystectomy were randomized to receive cisplatin-based 
chemoradiation ± nivolumab

EFFICACY AND SAFETY OUTCOMES
> 2-yr relapse-free survival was 59.9% with nivolumab vs 37.6% in 

the control arm (P=.021)
> Median OS was 24 mo in the control arm and not reached in the 

nivolumab arm (P=.013)
> Rates of TRAEs were generally similar between arms

– Anemia and thyroid dysfunction occurred more frequently in 
the nivolumab arm

EXPERT CONCLUSIONS
> Adding nivolumab to chemoradiation led to reasonably good failure-free and overall survival in pts with high-risk MIBC not undergoing 

cystectomy
> This needs to be expanded to a phase III trial to establish that nivolumab really should be added to chemoradiation protocols with platinum in 

men and women with MIBC who are not undergoing radical cystectomy

OVERALL SURVIVAL



JCOG1019: Phase III study comparing watchful waiting and intravesical 
BCG in high-grade pT1 bladder cancer with pT0 on the second TUR
Kitamura et al. ESMO 2024; 1963MO

STUDY POPULATION AND METHODS
> 263 pts with high-grade pT1 bladder cancer resected to PT0 on 

the second TUR were randomized to watchful waiting (WW) or 8 
courses of intravesical BCG

– Primary endpoint was RFS excluding Tis or Ta intravesical 
recurrence

EFFICACY OUTCOMES
> 5-yr RFS was 86.5% with WW vs 81.8% with BCG, demonstrating 

noninferiority (P=.00102)
– Pts <65 yr of age benefited more from BCG (HR 2.82) while 

pts ≥65 yr benefited more from WW (HR 0.47)
> 5-yr OS was similar between arms (92.0% [WW] vs 91.7% [BCG])
> 5-yr MFS with bladder preservation was also similar between arms 

(89.7% [WW] vs 86.4% [BCG])

EXPERT CONCLUSIONS
> In this data set, the way it was analyzed, watchful waiting was statistically noninferior to intravascular BCG, with the caveat of excluding 

carcinoma in situ or Ta, which is a bit peculiar
> In the US, these pts would be put on maintenance therapy whether they are pT0 or not, and these results are not likely to be widely applicable

RELAPSE-FREE SURVIVAL



Phase III trial of neoadjuvant durvalumab + chemotherapy followed by 
radical cystectomy and adjuvant durvalumab in MIBC (NIAGARA)
Powles et al. ESMO 2024; LBA5

STUDY POPULATION AND METHODS
> 1,063 pts with cisplatin-eligible MIBC were randomized to 

neoadjuvant therapy with gem-cis with no adjuvant therapy vs 
neoadjuvant gem-cis + durvalumab, followed by 8 cycles of 
adjuvant durvalumab after cystectomy

EFFICACY OUTCOMES
> mEFS was not reached in the durvalumab arm vs 46.1 mo in the 

control arm (HR 0.68; P<.0001)
– 24-mo EFS was 67.8% vs 59.8%

> OS also favored durvalumab (HR 0.75; P=.0106)
– 24-mo OS was 82.2% vs 75.2%

> No unexpected safety signals were observed

EXPERT CONCLUSIONS
> These data are practice changing and support giving perioperative durvalumab with neoadjuvant chemotherapy as a new standard of care for 

pts with MIBC
> There are multiple ongoing studies in this space looking at the addition of pembrolizumab, nivolumab, as well as enfortumab vedotin, and so 

we will have to see how those studies read out and how they compare to this trial

OVERALL SURVIVAL



Alliance A031501: AMBASSADOR study of adjuvant pembrolizumab in 
MIUC vs observation – extended follow-up 
Apolo et al. ESMO 2024; 1964MO

STUDY POPULATION AND METHODS
> 702 pts with MIBC (≥T2) were randomized to receive 1 yr of 

adjuvant pembrolizumab or observation following surgery
– 50% of pts had node-positive disease

EFFICACY OUTCOMES
> mDFS favored pembrolizumab (29.6 vs 14.2 mo; HR 0.73; P=.0027)

– Similar benefit was observed in pts with PD-L1–positive CPS 
≥10 (HR 0.81) and in PD-L1 <10 (HR 0.71)

– Benefit was also observed in node-positive (HR 0.49) and 
node-negative disease (HR 0.77)

EXPERT CONCLUSIONS
> This study, which was conducted by the cooperative group, was positive and demonstrated a statistically significant, and clinically meaningful, 

improvement in DFS compared with observation for pts with muscle-invasive disease
> This study establishes pembrolizumab as an option for pts in the adjuvant setting, although the NIAGARA data suggest maybe we should be 

giving these checkpoint inhibitors earlier

DISEASE-FREE SURVIVAL



Identification of patients with bladder cancer who could benefit from early 
post-cystectomy immunotherapy based on serial ctDNA testing: TOMBOLA
Jensen et al. ESMO 2024; 1960O

STUDY POPULATION AND METHODS
> 190 pts with cT2-4a N0-1 M0 MIBC received NAC and underwent 

cystectomy, and were then monitored using ctDNA for 24 mo
– Pts who demonstrated ctDNA positivity at any point received 

18 cycles of atezolizumab

ONCOLOGIC OUTCOMES
> 56% of pts were ctDNA positive post-cystectomy
> 76% were detected <4 mo after cystectomy
> 1-yr RFS was 98.5% for pts who were ctDNA negative after 

cystectomy, vs 75.2% for those who were ctDNA positive (P<.0001)
> 1-yr OS was 100% and 87%, respectively

EXPERT CONCLUSIONS
> This was an interesting but nonrandomized study of adjuvant atezolizumab for high-risk (ctDNA-positive) MIBC, but it is hard to interpret the 

effect of immunotherapy and timing of its use; ctDNA does appear to be a fairly reliable predictor of relapse
> Results support the trial design of IMvigor211, which will randomize pts with high-risk MIBC who are ctDNA positive after cystectomy to 

atezolizumab or placebo for 1 yr

RELAPSE FOLLOWING CYSTECTOMY
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Key Insights
Bladder Cancer Part 1 – NMIBC and MIBC



Experts Considered the Implications of the NIAGARA Trial for 
the Management of MIBC
NIAGARA: PERIOPERATIVE DURVALUMAB
Results of the phase III NIAGARA study showing a significant improvement in EFS 
and OS with the addition of (neo)adjuvant durvalumab to neoadjuvant gem-cis for 
MIBC are considered practice changing
> However, it is unclear how this approach compares with standard neoadjuvant 

chemotherapy followed by an ICI, which is currently considered SOC, since the control 
arm did not include adjuvant immunotherapy

– Accelerated MVAC has also demonstrated superiority to gem-cis, and it is 
unknown whether patients would derive as much benefit from a perioperative ICI 
in the context of an optimized chemotherapy regimen 

> Experts also questioned whether adjuvant immunotherapy is necessary for patients 
who have a pCR after the neoadjuvant phase 

– This question has important safety and financial ramifications, but may not be 
practical to address prospectively, since the 5-year OS data in patients with a 
pCR with aMVAC is already 85%, and such a trial would require a prohibitive 
number of patients

– ctDNA may be useful in this setting to identify patients who would benefit from 
continued adjuvant therapy

> Experts would also like to see trials investigating shorter courses of adjuvant 
immunotherapy

Dr Friedlander:
I think the NIAGARA data is practice 
changing now. I think if we have access—
and we'll have to see when durvalumab 
becomes available in the neoadjuvant 
space—I think that, really, it's hard to find a 
patient who shouldn't be getting this 
therapy, given that we saw about an 8% 
improvement in event-free survival, as well 
as similar numbers in OS.

“
“



Experts Discussed Adjuvant Immunotherapy for MIBC, and 
the Potential for ctDNA-Guided Adjuvant Decision-Making
AMBASSADOR
The phase III AMBASSADOR trial demonstrating a doubling in DFS for adjuvant 
pembrolizumab following cystectomy establishes this mAb as another adjuvant ICI 
option, in addition to nivolumab
> However, results of the NIAGARA trial are perceived as compelling, and this will likely 

lead to the majority of patients receiving an ICI in the neoadjuvant setting
– Patients who are ineligible for cisplatin-based chemotherapy will still be 

candidates for adjuvant nivolumab or pembrolizumab

TOMBOLA
While ctDNA testing is not considered ready for routine use in MIBC, results of the 
TOMBOLA study are viewed as intriguing, suggesting ctDNA positivity does predict 
relapse, and should be further investigated as a method for identifying patients who 
may benefit from intensified post-cystectomy treatment 

Dr Friedlander:
I think the challenge is just carrying out the 
trials. It takes lots of patients and lots of 
time, and we're trying to use cell-free DNA 
to better risk-stratify and it's a bit of a 
shortcut, but we still need the long-term 
data.

“
“



Experts Discussed Intravesical Therapies for Patients With 
NMIBC and MIBC
SunRISE-1 
Results of the SunRISE-1 study showed high rates of durable response with TAR-
200 in BCG-unresponsive high-risk NMIBC, and cetrelimab did not appear to add to 
the efficacy
> These results support the use of TAR-200 in this setting, and TAR-200 is currently 

undergoing expedited review with the FDA

SunRISE-4 
Experts view favorably the CR rate of 60% with combination of neoadjuvant TAR-200 
+ cetrelimab for patients with MIBC who were ineligible for cisplatin-based 
chemotherapy in SunRISE-4, and agreed that this regimen deserves to move 
forward into phase III testing
> However, they noted that approximately one-third of patients were unable to tolerate a 

full 4 cycles of TAR-200

TREATMENT TRENDS
Intravesical agents such as TAR-200 are anticipated to be game-changers for BCG-
refractory NMIBC and for the neoadjuvant treatment of MIBC
> Some experts noted that systemic pembrolizumab for NMIBC is associated with 

significant toxicity, which makes intravesical therapies even more attractive

Dr Gomella:
I really think that TAR-200, the long-release 
gemcitabine, is going to be a big game-
changer. It's had expedited review by the 
FDA, and it's still not approved, but I do 
think it's going to be a big game-changer for 
the management of both muscle-invasive 
and BCG-refractory bladder cancer.

“
“



Congress Highlights
Bladder Cancer Part 2 – Metastatic 
Urothelial Cancer



BL-B01D1, an EGFR x HER3 bispecific antibody-drug conjugate, in 
patients with locally advanced or metastatic urothelial carcinoma 
Ye et al. ESMO 2024; 1959O

STUDY POPULATION AND METHODS
> 27 pts with previously treated mUC received treatment with BL-

B01D1 (2.2 mg/kg D1D8 Q3W)

EFFICACY AND SAFETY OUTCOMES
> The ORR was 41% with a confirmed ORR of 33%; DCR was 96%

– In pts who had received only 1 prior line of chemotherapy, 
the ORR was 75%

– The 6-mo DOR was 100%
> Clinical activity was observed across all levels of EGFR and HER3 

expression
> The most common grade 3/4 TRAEs were hematologic: 

thrombocytopenia (14%), leukopenia (12%), neutropenia (12%)
– There were no cases of ILD 

CONCLUSIONS
> BL-B01D1 demonstrated encouraging preliminary efficacy, with a favorable toxicity profile; there is no need to use biomarkers with this agent
> Given these results, the plan is to move forward with additional studies

DEPTH AND DURATION OF RESPONSE



HRQOL from the CheckMate 901 trial of nivolumab as first-line therapy 
for unresectable or metastatic urothelial carcinoma
Bedke et al. ESMO 2024; 1962O

STUDY POPULATION AND METHODS
> 608 pts with previously untreated mUC were randomized to 

receive gem-cis ± nivolumab

QOL OUTCOMES
> The addition of nivolumab significantly improved both PFS and OS 

(van der Heijden et al. N Engl J Med. 2023;389:1778-1789)
> EORTC QLQ-C30 global health status was noninferior in the nivo 

arm at 16 wk
– There was a trend toward improvement across visits when 

using nivolumab
> There was no clinically meaningful change for EQ-VAS in either 

arm, but there was a trend toward improvement across visits in the 
nivolumab arm

EXPERT CONCLUSIONS
> These PRO data show that there is no detrimental effect on HRQOL when nivolumab is added to gem-cis chemotherapy for pts with 

previously untreated mUC 

LEAST SQUARES MEAN CHANGES: BASELINE–WK 16



Phase II study of futibatinib + pembrolizumab in patients with mUC: Final 
analysis
Koshkin et al. ESMO 2024; 1965MO

STUDY POPULATION AND METHODS
> Pts with previously untreated mUC received the FGFR inhibitor 

futibatinib + pembrolizumab
– Cohort A (N=17): FGFR3 mutation or FGFR1-4

rearrangements/fusions
– Cohort B (N=26): other alterations or FGFR WT

EFFICACY OUTCOMES
> Cohort A

– ORR: 47%; mDOR: 12.3 mo; mPFS: 8.3 mo; 12-mo OS: 63%
> Cohort B

– ORR: 27%; mDOR: 14.5 mo; mPFS: 4.1 mo; 12-mo OS: 56%
> The most frequent grade 3 TRAEs were hyperphosphatemia (12% 

[A]; 0 [B]) and diarrhea (6% [A]; 8% [B])

CONCLUSIONS
> These results support further investigation of futibatinib in combination with pembrolizumab in pts with mUC with FGFR3 mutations or 

FGFR1-4 fusions/rearrangements

ANTITUMOR ACTIVITY (COHORT A)



EV-302: Exploratory analysis of nectin-4 expression and response to 1L 
enfortumab vedotin (EV) + pembrolizumab in previously untreated la/mUC
Powles et al. ESMO 2024; 1966MO

STUDY POPULATION AND METHODS
> 886 pts with previously untreated la/mUC eligible for platinum-

based chemotherapy
> Pts were randomized to platinum-gemcitabine vs EV + 

pembrolizumab

BIOMARKER RESULTS
> Previously reported results showed significant PFS and OS 

benefits with EV-pembro vs chemotherapy in the ITT population 
(Powles T, et al. N Engl J Med. 2024;390:875-888)

> Median nectin-4 H-score: 275
> PFS benefit was similar in pts with a nectin-4 score <275 (HR 

0.503) and ≥275 (HR 0.410)
> OS benefit was also similar in pts with a nectin-4 score <275 (HR 

0.518) and ≥275 (HR 0.426)
> PFS/OS benefits were also not dependent on PD-L1 expression 

level

EXPERT CONCLUSIONS
> The efficacy benefits associated with EV-pembro are observed regardless of nectin-4 expression and PD-L1 expression, indicating that 

testing for these biomarkers is not required to use this regimen in pts with mUC

OVERALL SURVIVAL 



Efficacy and safety of disitamab vedotin (DV) with pembrolizumab in 
treatment-naive HER2-expressing la/mUC: RC48G001 Cohort C
Galsky et al. ESMO 2024; 1967MO

STUDY POPULATION AND METHODS
> Pts with HER2-expressing, previously untreated mUC received 

DV + pembrolizumab 
– HER2 positive: IHC 3+ or IHC 2+ and ISH+ (N=6)
– HER2 low: IHC 2+/ISH– or IHC 1+ (N=14)

EFFICACY AND SAFETY OUTCOMES
> Confirmed ORR: 75%

– HER2 positive: 67%
– HER2 low: 79%
– mDOR not reached (median follow-up: 9.0 mo)

> 8 pts (40%) developed peripheral neuropathy (any grade)
> The most frequent TRAEs (any grade) were diarrhea (55%) and 

fatigue (55%)
> No pneumonitis or ILD was observed

CONCLUSIONS
> The combination of DV + pembro demonstrated encouraging activity in both HER2-positive and HER2-low mUC, with a manageable safety 

profile
> A phase III trial (SGNDV-001) of DV + pembro in the first-line setting for mUC is ongoing

ANTITUMOR ACTIVITY



Key Insights
Bladder Cancer Part 2 – Metastatic 
Urothelial Cancer



Experts Discussed Selecting Patients With mUC for Treatment 
With EV-Pembrolizumab
ENFORTUMAB VEDOTIN + PEMBROLIZUMAB
It is important for clinicians to know that there is no need to test for nectin-4 or PD-
L1, based on the biomarker results of EV-302 
> However, it was noted that the nectin-4 expression cutoff of 275 is quite high, and may 

not represent tumors with very low levels of expression  
> Currently, there is no good way to select patients for EV-pembro; experts indicated they 

even use this regimen in patients with PS 2, and those with well-controlled diabetes
– Pre-existing neuropathy is considered a possible contraindication, and this 

regimen must be used with caution in morbidly obese patients – experts had 
seen severe toxicities in this population

– Patients with underlying cutaneous issues should be monitored closely with the 
help of a dermatologist

> Prospective studies in geriatric populations and in variant mUC histologies are needed

Dr Bellmunt:
This [nectin-4] cutoff of the H-score was 
275. It was not discriminative enough, and 
it's not likely to say, well, patients that have 
low staining are not going to respond.

“ “



Experts Debated the Use of Sacituzumab Govitecan for mUC 
in the Wake of TROPiCS-04
SACITUZUMAB GOVITECAN
Experts currently use sacituzumab govitecan (SG) in the third-line or fourth-line 
settings, after EV, and had seen some good responses, although some institutions 
report less activity
> The future of SG in mUC is uncertain in light of the negative TROPiCS-04 trial, in which 

there were excessive early deaths due to hematologic toxicity
– One expert noted they have seen patients’ blood counts reach the nadir as early 

as the first cycle, and in response, they now use prophylactic G-CSF routinely
– It is unclear why rates of hematologic toxicities with SG would be higher in 

patients with mUC compared with patients with breast cancer 
> Clinical or molecular markers for patient selection would be useful for SG in mUC

Dr Bellmunt:
[SG] might be a good option for our 
patients, but likely based on the phase III 
TROPiCS-04 trial being negative, I don't 
know what's going to be the future. We 
need additional agents in that setting. 
Obviously, there are other Trop-2 ADCs that 
are now in clinical trials that maybe if this is 
failing, they are going to replace the 
sacituzumab govitecan.

“
“



Experts Considered Novel Investigational Therapies for mUC
CheckMate 901
The addition of nivolumab to first-line gem-cis did not have a detrimental effect on 
patient QOL in CheckMate 901, and may even be associated with a slight 
improvement in responding patients

DISITAMAB VEDOTIN
Experts are uncertain of a potential role for DV + pembro now that EV + pembro is 
an established first-line standard for mUC, because the payloads are the same, and 
EV + pembro does not require biomarker testing
> Further, both regimens are associated with high rates of peripheral neuropathy, which 

would make sequencing a challenge

BL-B01D1 
Experts consider the EGFR x HER2 bispecific ADC BL-B01D1 interesting, with 
potentially fewer side effects and greater durability than other HER2-targeted ADCs, 
but this agent needs further study in larger cohorts
> The payload for this agent is also a topoisomerase-1 inhibitor, which could present 

challenges for sequencing with other agents such as EV

Dr Petrylak:
One of the things that's going to be very 
important with the HER2/neu-targeted 
therapy is how are you going to sequence 
this? Because you've got a 40% rate of 
peripheral neuropathy, and if somebody's 
failed EV-pembro or progressed on EV-
pembro, how are you going to integrate 
that? Because they already may have a 
pre-existing neuropathy. So, I think that 
that's going to be one of the challenges in 
the future.

“
“



Congress Highlights
Renal Cell Carcinoma



NKT2152, a novel oral HIF-2α inhibitor, in patients with previously treated 
accRCC: Preliminary results of a phase I/II study
Jonasch et al. ESMO 2024; 1690O

STUDY POPULATION AND METHODS
> 113 pts with heavily pretreated advanced ccRCC were treated 

with NKT2152
– 34% of pts had received 4+ prior lines of therapy

> NKT2152 is a HIF-2α inhibitor that is more potent and more 
selective in vitro compared with belzutifan

EFFICACY OUTCOMES
> ORR: 20% and DCR: 60%, with mPFS 7.4 mo in the overall 

population
– ORR was 36% with PFS 12.7 mo in mTORi-naive pts

EXPERT CONCLUSIONS
> The ORR and PFS are encouraging considering how heavily pretreated this pt population was. But it is very early days, and from the first 

results, it seems pretty close to the activity of belzutifan

ADVERSE EVENTS



Tivozanib ± nivolumab in patients with RCC following 1 or 2 prior 
therapies including an ICI: Results of the phase III TiNivo-2 study
Choueiri et al. ESMO 2024; LBA73

STUDY POPULATION AND METHODS
> 343 pts with advanced/metastatic ccRCC after progression on 1–2 

prior lines of therapy, 1 of which was an ICI
> Pts were randomized to tivozanib (0.89 mg) + nivolumab vs 

tivozanib (1.34 mg)

EFFICACY OUTCOMES
> mPFS: 5.7 mo (Tivo-Nivo) vs 7.4 mo (Tivo)
> mPFS (ICI most recent therapy): 7.4 mo (Tivo-Nivo) vs 9.2 mo (Tivo)
> mPFS (non-ICI most recent therapy): 3.7 mo in both arms
> mOS: 17.7 mo (Tivo-Nivo) and 22.1 mo (Tivo)
> Numeric differences were not statistically significant

EXPERT CONCLUSIONS
> The clinical outcomes did not show any advantage of offering the combination of IO + TKI when compared with the TKI alone, although 

duration of response did appear to be longer in the Tivo-Nivo arm
– However, it should be noted that the dosage of tivozanib was reduced in the combination arm due to concern about potential toxicity, 

and this may have contributed to the numerically shorter mPFS and mOS outcomes

TUMOR RESPONSE



Final analysis of the phase III LITESPARK-005 study of belzutifan vs 
everolimus in patients with previously treated advanced ccRCC
Rini et al. ESMO 2024; LBA74

STUDY POPULATION AND METHODS
> 746 pts with metastatic ccRCC previously treated with 1–3 lines of 

therapy, with ≥1 anti–PD-(L)1 and ≥1 VEGFR TKI
– Nearly 90% of pts were in third line or fourth line

> Pts were randomized to belzutifan or everolimus
> PFS and OS were dual primary endpoints

EFFICACY OUTCOMES
> 24-mo PFS favored belzutifan: 17.5% vs 4.5%; HR 0.75; 95% CI: 

0.63-0.88
> There was no statistical difference in mOS: 21.4 mo (B) vs 18.2 

mo (E); HR 0.92; P=.18
> ORR favored belzutifan: 22.7% vs 3.5% 
> mDOR also favored belzutifan: 19.3 mo vs 13.7 mo

EXPERT CONCLUSIONS
> Although there was no difference in OS, this study is still positive because the co-primary endpoint of PFS was met
> Importantly, with longer follow-up, the benefits of belzutifan were clearly maintained in a very heavily pretreated pt population

PROGRESSION-FREE SURVIVAL



Randomized phase II trial of ipilimumab-nivolumab vs SOC in non-clear 
cell RCC: Results of the SUNNIFORECAST trial
Bergmann et al. ESMO 2024; LBA75

STUDY POPULATION AND METHODS
> 306 pts with advanced/metastatic non-clear cell RCC were 

randomized to 4 cycles of ipi-nivo followed by nivo alone vs SOC 
TKI

– The majority of tumors were papillary or chromophobe

EFFICACY OUTCOMES
> The 12-mo OS rate was significantly better in the ipi-nivo arm: 

86.9% vs 76.8%; P=.0141
> At 18 mo, the OS difference was no longer significant: 76.6% vs 

69.1% 
> Median OS: 42.38 mo vs 33.85 mo; HR 0.83 (P=NS)
> Median PFS: 5.2 mo vs 5.65 mo; HR 0.99
> ORR: 32.8% (ipi-nivo) vs 19.6% (SOC); P=.001

EXPERT CONCLUSIONS
> Although the primary endpoint of the study, 12-mo OS, was met, the benefit associated with ipi-nivo was not maintained over time
> The arms were well balanced with the exception of PD-L1 expression, which was more frequently positive in the SOC arm, and PD-L1 

expression is known to be disadvantageous for TKI treatment, at least in the ccRCC setting

OVERALL SURVIVAL: CPS ≥1



Anlotinib + anti–PD-L1 antibody benmelstobart (TQB2450) vs sunitinib in 
first-line treatment of advanced RCC: Phase III study (ETER100)
Sheng et al. ESMO 2024; LBA76

STUDY POPULATION AND METHODS
> 531 pts with previously untreated advanced/metastatic ccRCC
> Pts were randomized to anlotinib + benmelstobart vs sunitinib

EFFICACY AND SAFETY OUTCOMES
> mPFS was significantly improved in the combination arm: 18.09 vs 

9.76 mo; HR 0.53; P<.0001
– PFS benefit was consistent across all subgroups 

independent of IMDC, risk score, site of metastasis, etc
> ORR: 72% (A+B) vs 25% (S)

– CR: 1% vs 0
> mOS had not been reached in either arm
> There were no unexpected safety signals

EXPERT CONCLUSIONS
> These efficacy and safety results are very similar to what was observed in the CLEAR trial (lenvatinib + pembrolizumab vs sunitinib), with the 

exception of the CR rates, which were unexpectedly low in this trial; we would expect more pts to experience a CR with such an IO-TKI 
combination

PROGRESSION-FREE SURVIVAL



Fecal microbiota transplantation (FMT) vs placebo in patients receiving 
pembrolizumab + axitinib for mRCC: Phase II TACITO trial
Ciccarese et al. ESMO 2024; LBA77

STUDY POPULATION AND METHODS
> 50 pts with RCC of any histology, initiating treatment with axitinib 

+ pembrolizumab 
> Pts were randomized to receive FMT (within 8 wk, at 12 wk, and 

at 24 wk) or placebo

EFFICACY OUTCOMES
> Primary endpoint

– 1-yr PFS: 67% with FMT vs 35% with placebo; P=.036
> mPFS: 14.2 mo (FMT) vs 9.2 mo (placebo)
> mOS: not reached (FMT) vs 25.3 mo
> ORR: 52% (FMT) vs 28% (placebo)

– Progressive disease: 8% (FMT) vs 28% (placebo)
> Only 1 pt in the placebo arm reported an FMT/placebo-related AE 

(grade 3 oral mucositis)

EXPERT CONCLUSIONS
> Although it is a small study so far, it is about the first signal, and the first signal was positive – the primary endpoint was met, and it looks 

clearly encouraging for this procedure
– The low rate of primary progression in the FMT pt population is also very interesting

12-MO PROGRESSION-FREE SURVIVAL



Key Insights
Renal Cell Carcinoma



Experts Discussed Results From Investigational Agents and 
Strategies for Advanced/Metastatic ccRCC

TACITO
Experts consider the data from the TACITO trial of FMT to be very impressive, and 
this approach might be practice changing in the future
> The procedure needs to be standardized, and potential side effects must be assessed
> The data are consistent with reports from other microbiome manipulations: even in 

small populations, the data are strong, suggesting a large impact on outcomes

ETER100
Experts do not perceive anlotinib and benmelstobart, alone or in combination, to 
provide any benefits over currently available TKI and IO agents/combinations
> However, this regimen could potentially be substituted for lenvatinib + pembrolizumab 

in countries where that combination is not affordable or not reimbursed
Dr Schmidinger:
Probably practice-changing, not now, but in 
the future, is the fecal microbiota transplant.  
I think the signals are very impressive.

“ “



Experts Considered Treatment Options for Patients With 
Advanced/Metastatic Non-Clear Cell RCC
SUNNIFORECAST
The SUNNIFORECAST study comparing ipilimumab + nivolumab vs SOC in non-
clear cell RCC showed an early OS benefit at 12 months that lost significance by 18 
months; however, most of the patients in this trial had papillary or chromophobe 
tumors, which are less responsive to ICI therapy
> There were several limitations to interpreting the trial results

– The majority of patients in the SOC arm did not receive cabozantinib, which is 
considered SOC for papillary nccRCC

– 52 out of 290 patients who received treatment were not available for response or 
PFS assessment

– There was an imbalance of PD-L1 expression in the SOC arm, where many more 
patients were PD-L1 positive, which was a clear disadvantage for TKI treatment

> Experts would still consider this combination for non-papillary nccRCC with 
sarcomatoid features, which is consistent with expert guidelines

Dr Schmidinger:
I don't see this [ipi-nivo] as a standard. I 
would consider it in very selected patients, 
as I did before, non-papillary, sarcomatoid 
features, yes. But I still believe that the role 
of CTLA-4 inhibition in this non-clear cell 
setting remains a bit in the dark.

“
“



Experts Discussed Sequencing Therapies for Metastatic ccRCC
TiNivo-2 
Results of the phase III TiNivo-2 study comparing tivozanib ± nivolumab in 
advanced/metastatic ccRCC with 1–2 prior lines of therapy, including an ICI, 
suggested no benefit for a second ICI after ICI failure, consistent with results from 
CONTACT-03
> It was noted that the dosage of tivozanib in the combination arm was suboptimal, and 

this could have skewed results; addition of the ICI may not have been sufficient to 
overcome the suboptimal dosage of the TKI

> Tivozanib is not considered a preferred TKI in the second-line setting, and is perceived 
as a weaker inhibitor than other options, such as cabozantinib or lenvatinib

SEQUENCING CONSIDERATIONS
Sequencing therapies for patients with advanced/metastatic ccRCC involves 
consideration of the duration of first-line IO-based therapy, and treatment-limiting 
toxicities
> Current expert guidelines recommend a VEGFR TKI after failure of a first-line ICI-

based therapy
– Despite the TiNivo-2 and CONTACT-03 data, experts would still consider using 

an IO-TKI regimen second line in selected patients, such as those with an 
excellent response to first-line IO-based therapy

• In particular, lenvatinib + pembrolizumab is perceived to have robust data 
after IO-based first-line treatment

> There are still no good biomarkers to guide treatment sequencing in metastatic ccRCC

Dr Schmidinger:
Even after TiNivo-2 and after CONTACT-03, 
I would definitely consider going for another 
round of IO-TKI. But in this case, lenvatinib 
and pembrolizumab, which is the only 
combination that has shown really 
impressive data after IO-based first-line 
treatment.

“
“



Experts Discussed Later-Line Trials for Metastatic ccRCC
LITESPARK-005 
Longer follow-up of the LITESPARK-005 trial comparing belzutifan vs everolimus 
after prior ICI and TKI confirmed that the PFS benefit with belzutifan was maintained, 
but no OS advantage was detected
> Patients were so heavily pretreated (third line/fourth line) that an OS benefit would be 

very unlikely
– At this stage of the disease, there is much more intratumor heterogeneity, 

accumulation of genetic alterations, adaptive resistance, as well as more prior 
therapies, and more pressure to select resistant clones

> Everolimus is not considered the optimal control arm in this setting in the US and 
western Europe; however, experts noted that at the time this trial was being conducted, 
in many countries everolimus was considered an appropriate comparator because 
many newer TKIs were not yet available or reimbursed

Dr Schmidinger:
While [LITESPARK-005} is a positive trial, 
we might have been a bit disappointed 
because there was no OS benefit. From my 
point of view, this was a completely 
idealized expectation because this patient 
population was so heavily pretreated. Forty-
five percent of the patient population 
received the drug in a fourth-line setting, 
actually, and here it was not about the 
comparator everolimus being the challenge 
to achieve an OS benefit. It was the stage 
of the disease. 

“
“



Congress Highlights
Hormonal, Cytotoxic, and Targeted 
Therapies for Metastatic Castration-
Resistant Prostate Cancer



Clinical activity of BMS-986365 (CC-94676), a dual AR ligand-directed 
degrader and antagonist, in heavily pretreated mCRPC
Rathkopf et al. ESMO 2024; 1597MO

STUDY POPULATION AND METHODS
> 68 pts with mCRPC previously treated with at least 1 ARPI and a 

taxane received treatment with BMS-986365 at dosages ranging 
from 400–900 mg BID

EFFICACY AND SAFETY OUTCOMES
> Grade 3 TRAEs occurred in 8 (12%) pts, 6 (9%) of which were 

asymptomatic prolonged QTc
> The most frequent TRAEs (any grade) were prolonged QTc (47%), 

bradycardia (34%), and fatigue (21%)
> PSA50 responses ranged from 25% at the lowest dosage to 50% at 

the highest dosage
– Clinical benefit was observed both in pts with WT and mutant 

AR LBD
> Median rPFS was 6.3 mo

EXPERT CONCLUSIONS
> Overall, this agent was well tolerated, but the QTc prolongations will need to be watched; it appears to be active, at least in terms of PSA, 

against both WT and mutant AR LBDs, but it is hard to interpret the rPFS data without controls
> A phase III trial in mCRPC is planned for 2025

PSA RESPONSE



Nivolumab 3 mg/kg and ipilimumab 1 mg/kg in molecularly selected 
patients with mCRPC
Mehra et al. ESMO 2024; LBA72

STUDY POPULATION AND METHODS
> 69 pts with previously treated, molecularly selected mCRPC 

received treatment with nivolumab (3 mg/kg) + ipilimumab (1 mg/kg)
> Molecular subtypes: MMRd (32%); hTMB (12%); CDK12i (23%); 

and BRCAm (33%)

EFFICACY AND SAFETY OUTCOMES
> The overall DCR was 38%, with mPFS 4.0 mo and mOS 19.9 mo

– The DCR was 81% in the MMRd subgroup, with mPFS 32.7 
mo; mOS had not been reached

– DCR ranged from 15%–25% in the other molecular subsets
> 48% of pts experienced a grade ≥3 TRAE

EXPERT CONCLUSIONS
> These results confirm that ICIs can work in pts with MMRd cancers, regardless of where the tumor originated
> It remains unclear whether CTLA-4 inhibition is necessary in an MMRd population, or whether it primarily adds toxicity

PROGRESSION-FREE SURVIVAL



Cabozantinib + atezolizumab vs second novel hormonal therapy (NHT) in 
mCRPC: Final OS results of the phase III CONTACT-02 study 
Agarwal et al. ESMO 2024; LBA67

STUDY POPULATION AND METHODS
> 580 pts with mCRPC that had progressed on 1 prior ARPI
> Pts were randomized to cabozantinib + atezolizumab or second 

ARPI (abiraterone or enzalutamide)

EFFICACY OUTCOMES
> mPFS was significantly improved with C+A (6.3 vs 4.2 mo; HR 

0.65; P=.0007) (Agarwal N, et al. ASCO GU 2024. Abstract 18)
> mOS: 14.8 mo (C+A) vs 15.0 (ARPI); HR 0.89; P=.30
> There was a trend toward improved mOS with C+A in selected 

subgroups
– Liver mets: 12.2 mo vs 7.1 mo; HR 0.68; P=.051
– Bone mets: 13.8 mo vs 11.6 mo; HR 0.79; P=.046

EXPERT CONCLUSIONS
> This is an overall positive trial, at least in terms of one of the primary endpoints, and there does not appear to be any OS detriment 
> However, there does not appear to be any major signal that atezolizumab is really adding to the efficacy, and there are no tails on either the 

PFS or OS curves

OVERALL SURVIVAL BY SUBGROUP



Key Insights
Hormonal, Cytotoxic, and Targeted 
Therapies for Metastatic Castration-
Resistant Prostate Cancer



Experts Considered Emerging AR-Targeted Agents for mCRPC
BMS-986365 
BMS-986365 (CC-94676), a first-in-class dual AR ligand-directed degrader and 
antagonist, demonstrated encouraging activity in heavily pretreated patients with 
mCRPC in a phase I expansion study
> Activity was observed in patients with AR WT and AR LBD-mutated disease
> Overall, activity appears similar to the PROTAC ARV-766; it is not clear whether the 

additional antagonist MOA is a differentiator
> QTc prolongation will need to be watched carefully in future trials and could be a 

limitation, considering these AR-targeting agents are typically used for an extended 
period

AR-TARGETED AGENT DEVELOPMENT
AR is perceived to be a good target, and there are some interesting new drugs 
targeting this pathway, but they need to prove themselves in phase III trials
> Potential strategies for phase III development include going head-to-head against 

current ARPIs, which is perceived to be a very high bar, or post-ARPI, using a 
chemotherapy control, or post-chemotherapy

– Experts also think it is worthwhile to investigate whether combination regimens 
with other ARPIs are feasible and safe

Dr Tagawa:
I do think that utilizing the biomarkers we 
have is a good idea. So, at a minimum, if it's 
going to be an overall patient population, I 
like the hierarchical design that Merck is 
doing.

“
“



Experts Debated the Role of TKIs and Immunotherapies in 
mCRPC
CONTACT-02
While CONTACT-02 was technically a positive trial, experts are not optimistic 
regarding the potential for regulatory approval, noting that the data are not very 
robust, and a second ARPI (which was used for the control arm) is not considered 
the optimal therapy in this patient population
> Experts questioned whether atezolizumab added anything to the combination. They 

noted the lack of a tail on the survival curves, and consider the results to be similar to
what would be expected with cabozantinib alone

> Data suggesting greater efficacy for the combination in patients with liver metastases 
are considered intriguing

– Experts would like to know what percentage of these patients had 
neuroendocrine-like disease, noting this is an area of unmet need and a potential 
way to move forward with this combination

> Biomarkers are needed to identify the subset of patients with mCRPC who benefit most 
from TKIs such as cabozantinib

IMMUNOTHERAPY
Results of the nivo-ipi trial further confirm that there is a small subset of patients 
with mCRPC whose disease responds to ICIs
> However, experts questioned the value of adding CTLA-4 inhibition, mentioning that it 

adds substantially to toxicity without any proven efficacy benefit

Dr Fizazi:
Unfortunately, we don't have a biomarker 
right now to identify who are patients who 
actually benefit from TKIs or cabozantinib in 
prostate cancer. These patients do exist, it's 
clear. The clinical benefit is there in some 
patients. But I think we really need a serious 
biomarker program, and perhaps the next 
generation of drugs will be able to make it, 
eventually.

“
“



Congress Highlights
Radioligand Therapies for Prostate Cancer



Ra-223–docetaxel vs docetaxel–Ra-223 sequence in mCRPC with 
prospective biomarker evaluation (RAPSON study)
Conteduca et al. ESMO 2024; LBA71

STUDY POPULATION AND METHODS
> 70 pts with mCRPC and symptomatic bone-dominant metastases, 

with progression on ADT and/or an ARPI
> Pts were randomized to receive Ra-223 followed by docetaxel, or 

the reverse sequence
> Change in HRQOL was the primary endpoint

EFFICACY OUTCOMES
> HRQOL deterioration from baseline to wk 12 was more apparent in 

the docetaxel arm vs the Ra-223 arm
> There was a higher incidence of responders in terms of pain 

intensity and its interference with daily activities with Ra-223 vs 
docetaxel

> mPFS was slightly higher in the docetaxel arm: 9.7 vs 7.3 mo; P=.074
> There was no difference in mOS between arms (P=.964)

EXPERT CONCLUSIONS
> The key message is that QOL deterioration will be slower with Ra-223 compared with docetaxel, although neither treatment improves 

HRQOL, and this is important to know for practice
> Safety data (not shown) were also very reasonable and reassuring

CHANGE IN HRQOL SCORES: BASELINE TO WK 12



First results of phase III EORTC-GUCG 1333/PEACE-3: Enzalutamide ±
Ra-223 in asymptomatic/mildly symptomatic bone-metastatic mCRPC
Gillessen et al. ESMO 2024; LBA1

STUDY POPULATION AND METHODS
> 446 pts with asymptomatic or mildly symptomatic mCRPC with 

bone mets
> Pts were randomized to enzalutamide ± Ra-223

– Protocol was amended to mandate the use of bone-
protective agents (BPAs)

EFFICACY AND SAFETY OUTCOMES
> rPFS was significantly improved with E+R: median 19.4 vs 16.4 

mo; HR 0.69; P=.0009
> mOS: 42.3 mo (E+R) vs 35.0 mo (E); HR 0.69; 95% CI: 0.52-0.90
> The inclusion of a BPA reduced fracture incidence from 

approximately 50% and 25% at 2 yr (E+R and E, respectively), to 
nearly 0 events

> Approximately 33% of pts in both arms developed grade ≥3 
hypertension

EXPERT CONCLUSIONS
> Although the OS difference is not statistically significant at this point, it is a clinically meaningful difference favoring the combination
> ESMO guidelines will likely be amended soon to reflect this combination as a potential new SOC
> Before becoming fully applicable, data on the use of the BPAs (type, duration) and the incidence of ONJ are needed

OVERALL SURVIVAL



UpFrontPSMA: A phase II study of sequential 177Lu-PSMA-617 and 
docetaxel vs docetaxel in mHSPC
Azad et al. ESMO 2024; LBA66

STUDY POPULATION AND METHODS
> 122 pts with mHSPC

– PSMA PET – high tumor uptake and high-volume disease
– FDG-PET – most disease PSMA positive

> Pts randomized to 2 cycles of 177Lu-PSMA  followed by docetaxel 
vs docetaxel alone

EFFICACY OUTCOMES
> Undetectable PSA at wk 48: 41% (Lu-PSMA + D) vs 16% (D)

– Odds ratio: 3.88; P=.002
> rPFS favored the combination: HR 0.58; P=.067
> No difference in OS was detected: HR 0.83; P=.646
> QOL and pain scores were similar between arms

EXPERT CONCLUSIONS
> These data are encouraging, but not yet practice changing – for that, very strong data from phase III trials such as PSMAddition are needed
> Longer follow-up for the time-to-event analyses is also needed

PSA RESPONSE



Symptomatic skeletal events, HRQOL, and pain in PSMAfore: [177Lu]Lu-
PSMA-617 in taxane-naive patients with PSMA-positive mCRPC
Fizazi et al. ESMO 2024; 1599P

STUDY POPULATION AND METHODS
> 468 pts with mCRPC (≥1 PSMA-positive metastatic lesion)  

previously treated with 1 ARPI who were not candidates for an 
immediate taxane

> Pts were randomized to receive Lu-PSMA (q6w, up to 6 cycles) vs 
alternate ARPI (abi or enza)

OUTCOMES
> Time to first SSE was improved in the Lu-PSMA arm: HR 0.38; 

95% CI: 0.24-0.61
> HRQOL and pain scores were all improved with Lu-PSMA vs ARPI

– Time to worsening of FACT-P: HR 0.61
– EQ-5D-5L: HR 0.67
– BPI-SF Pain Intensity: HR 0.72
– BPI-SF Pain Interference: HR 0.74

EXPERT CONCLUSIONS
> The improvement in time to symptomatic skeletal events is impressive; it is not easy to modify this endpoint in this disease
> These data clearly show the symptomatic effects we are seeing with this agent, which are important to pts, in addition to the significant 

improvement in rPFS 

TIME TO WORSENING OF FACT-P TOTAL SCORE



Hematologic impact of [177Lu]Lu-PSMA-617 vs ARPI change in patients 
with mCRPC in PSMAfore
Chi et al. ESMO 2024; 1611P

STUDY POPULATION AND METHODS
> Adults with PSMA-positive mCRPC and 1 progression on prior 

ARPI (N=459) were randomized 1:1 to 177Lu-PSMA-617 (7.4 
GBq Q6W; 6 cycles) or ARPI change (abi or enza)

HEMATOLOGIC OUTCOMES
> Pts with >5 bone mets had a greater risk for developing anemia 

than those with fewer bone mets in both the Lu-PSMA arm (35% 
vs 20%) and in the ARPI arm (23.5% vs 15%)

– The same trend was observed for thrombocytopenia and 
neutropenia

> There was a trend toward a higher incidence of anemia in pts with 
PSMA SUVmean ≤10 than >10 in both the LuPSMA arm (32% vs 
21%) and in the ARPI arm (21% vs 14%)

EXPERT CONCLUSIONS
> The number of bone metastases makes a difference when it comes to the risk of strong hematologic toxicity. This is very important clinically –

if a pt has numerous bone metastases, we need to be prepared to manage severe anemia in some of them, and possibly, to use transfusion

HEMATOLOGIC TEAEs BY NO. OF BONE METASTASES



Efficacy of 177Lu-PNT2002 in PSMA-positive mCRPC following 
progression on an ARPI (SPLASH)
Sartor et al. ESMO 2024; LBA65

STUDY POPULATION AND METHODS
> 412 pts with mCRPC (PSMA-avid PET) that progressed after 1 

ARPI and no taxane for CRPC (taxane for CSPC allowed)
> Pts were randomized 2:1 to receive 177Lu-PNT2002 (Q8W, up to 

4 cycles) vs alternate ARPI (abi or enza)

EFFICACY AND SAFETY OUTCOMES
> Significant improvement in rPFS with Lu-PNT: median 9.5 vs 6.0 

mo; HR 0.71; P=.0088
> Lu-PNT also improved time to HRQOL deterioration (HR 0.59; 

P=.0005) and time to opioid consumption (HR 0.64; P=.0366)
> There was no difference in OS in this analysis (HR 1.11; P=.6154)
> The most frequent TRAEs (any grade) in the Lu-PNT arm were 

fatigue (53.5%), dry mouth (37%), and nausea (31%)
– Anemia (any grade) developed in 18% of pts (5.6% grade ≥3)

EXPERT CONCLUSIONS
> This is a positive trial, although the magnitude of benefit does not appear as great as what was seen in PSMAfore with LuPSMA. This may be 

related to the schedule and number of cycles of lutetium delivery (Q8W vs Q6W, 4 vs 6 cycles max)

PROGRESSION-FREE SURVIVAL



Lutetium-177–Prostate-Specific Membrane Antigen (177Lu-PSMA) 
therapy in patients treated with prior Ra-223
Rahbar et al. ESMO 2024; 1629P

STUDY POPULATION AND METHODS
> 198 pts with heavily pretreated mCRPC, including prior Ra-223

– 58% had received ≥4 prior therapies 
– 75% prior abiraterone, 75% prior enzalutamide, 60% both
– 75% had received taxanes
– 69% had received 5–6 cycles of Ra-223

> Retrospective analysis

EFFICACY AND SAFETY OUTCOMES
> 38% received ≥4 cycles of Lu-PSMA
> 56% had a PSA response ≥10%
> 37% had a PSA response ≥50%
> mOS: 12 mo
> 32% of pts developed grade ≥3 anemia

EXPERT CONCLUSIONS
> The efficacy is not bad for such a heavily pretreated population
> This sequence could be considered in practice, although it does not have level 1 evidence, in pts with PSMA-positive mCRPC, but requires 

monitoring regarding safety

SAFETY



Key Insights
Radioligand Therapies for Prostate Cancer



Experts Considered New Data From Trials Evaluating Ra-223
PEACE-3
Experts believe PEACE-3 data are practice changing and support the combination of 
Ra-223 + enzalutamide (+ BPA) for eligible patients, particularly frail patients, and do 
not consider the associated toxicities to be a barrier 
> Experts are convinced by the OS curves, even though the criteria for statistical 

significance have not yet been met
– Experts would like to see data on the subsequent treatments that patients 

received
> The inclusion of a BPA resolved the fracture issues seen in the ERA 223 trial 

combining abiraterone with Ra-223, but data on ONJ incidence are needed
> However, the experts noted that the majority of patients with mCRPC in the US and 

Europe have already received an ARPI for mCSPC or M0 CRPC, so applicability is 
limited 

RAPSON
Although the RAPSON trial was only a phase II study, experts consider the data 
showing less QOL deterioration and better response to pain with the sequence of 
Ra-223 followed by docetaxel to be useful for practice, and would consider using 
Ra-223 earlier, particularly for frail patients
> Experts cautioned against extrapolating these data to Lu-PSMA

Dr Tagawa:
As a clinician, I believe the OS [in PEACE-
3]. So, that really helps cement it for me. . . . 
It's important to have the safety.  And I want 
to have the primary endpoint of rPFS as 
well.

“
“



Experts Discussed Implications of Recent Trials Investigating 
177Lu-PSMA in mPC 
PSMAfore
Experts view the additional analyses of PSMAfore favorably, noting that the 
significant rPFS benefit for LuPSMA over ARPI in taxane-naive mCRPC is 
maintained, as well as advantages with regard to secondary endpoints such as time 
to symptomatic skeletal events, and delayed pain/QOL deterioration
> Experts would not expect an OS benefit in this trial, given that 84% of patients in the 

control arm received Lu-PSMA within 5 months of randomization

SEQUENCING Ra-223 and LuPSMA
A retrospective analysis in 198 patients with mCRPC suggests administering 
LuPSMA after Ra-223 is feasible, but careful consideration is needed in patients with 
depleted bone marrow reserves or those with extensive bone disease

UpFrontPSMA
The results of UpFrontPSMA suggest an encouraging signal for the combination of 
LuPSMA + docetaxel, but experts believe results from a larger phase III trial such as 
PSMAddition are necessary before moving Lu-PSMA into the castration-sensitive space
> Additional questions include the optimal number of cycles of LuPSMA (2 were used in 

UpFrontPSMA, more in PSMAddition), the optimal patient population (all comers or 
poor PSA responders), and the risk of secondary leukemias when LuPSMA is used 
earlier in the course of disease

Dr Fizazi:
We now have a good package of rPFS + 
other endpoints, which are probably more 
clinically significant for us – pain, quality of 
life, skeletal-related events, all what is 
making all our patients' lives miserable. So, 
that I think becomes a very serious package 
to discuss with the agencies. Understanding 
that OS is a no-brainer, given that 84% of 
patients received lutetium PSMA in the 
control arm just 5 months after 
randomization. . . . So, I don't think we 
should pay much attention to OS. 

“
“



Experts Assessed Novel PSMA-Targeted Radioligands
SPLASH
The SPLASH trial investigating 177Lu-PNT2002 vs second ARPI in PSMA-positive 
mCRPC following progression on an ARPI met its primary rPFS endpoint, but the 
magnitude was not as robust as results with LuPSMA in this setting
> Less-frequent dosing and fewer cycles may have impacted 177Lu-PNT2002 efficacy
> Toxicities were similar to those observed in PSMAfore, suggesting the decreased 

radiation exposure did not translate into less toxicity
Dr Fizazi:
So, again, a second positive phase III trial. 
But, of course, with all caveats about 
comparing trial vs trial, not as good as 
probably what we saw in PSMAfore, 
perhaps scientifically speaking, because the 
dose of lutetium delivered to the cancer is 
not the same, and this makes me think 
about whether we should actually intensify
radiation and not de-escalate, as was done 
here in this specific trial. 

“
“



Congress Highlights
Localized and Hormone-Sensitive 
Prostate Cancer 



Decipher mRNA score for prediction of survival benefit from docetaxel at 
start of ADT for advanced PC: An ancillary study of the STAMPEDE trials
Grist et al. ESMO 2024; 1596O

STUDY POPULATION AND METHODS
> Retrospective analysis of tissue samples from 895 pts enrolled in 

the STAMPEDE trial comparing ADT ± docetaxel (± zoledronic 
acid) for M0/M1 PC

– Samples underwent transcriptomic profiling using the 
Decipher 22-gene mRNA score (DS)

OUTCOMES
> DS was prognostic: each 0.1 increment increased the hazards of 

death by 11% (HR 1.11; P<.001) for M1 and 9% (HR 1.10, P=.012) 
for M0

> DS predicted docetaxel efficacy with regard to OS in M1: high DS, 
HR 0.64; lower DS, HR 0.96; P=.039

– Results were consistent in high-volume and low-volume 
disease

> There was no evidence of an interaction effect in M0 disease

EXPERT CONCLUSIONS
> Decipher scores were clearly prognostic, and predictive of docetaxel benefit, in this retrospective analysis
> Incorporating Decipher scores should be considered in prospective studies, to further interrogate how to look at it with volume differences

IMPACT OF DECIPHER SCORE



Phenotypic and genomic characterization of de novo metastatic prostate 
cancer: An ancillary study of the PEACE-1 phase III trial
Pobel et al. ESMO 2024; 1595MO

STUDY POPULATION AND METHODS
> Samples from 350 pts enrolled in the PEACE-1 trial (abiraterone-

prednisone-ADT + docetaxel) were used for biomarker 
assessment: luminal (AR, NKX3.1); NE (synaptophysin, CD56, 
chromogranin A); tumor suppressors (p53, Rb, pTEN), k67, ERG

OUTCOMES
> 5 phenotype subgroups were defined using luminal and 

neuroendocrine status
> There was a trend from AR-high luminal (better prognosis) to 

neuroendocrine prostate cancer (worse prognosis), mainly driven 
by the neuroendocrine status

> Both AR-positive and NE-positive expression was seen in ~25% of 
mCSPC at baseline and predicts poor prognosis

> If alterations are present in at least 2 tumor suppressor genes 
(among TP53, PTEN, and RB1) – predicts poor prognosis

EXPERT CONCLUSIONS
> Having this information and ultimately being able to provide a more targeted approach to these alterations is likely to be very beneficial
> Looking at both AR and neuroendocrine marker expression provides a better idea of the subgroups who may experience a different outcome, 

and allows individualization of therapy for them

OVERALL SURVIVAL



Phase III evaluation of transdermal estradiol (tE2) vs LHRHa for 
androgen suppression in M0 prostate cancer
Langley et al. ESMO 2024; LBA69

STUDY POPULATION AND METHODS
> 1,360 pts with M0 PC were randomized to transdermal estradiol 

(100 µg/24 hr; tE2) vs a GnRH agonist
– Newly diagnosed M0, or relapse with PSADT <6 mo or PSA 

>4, PSA >20, or node positive

EFFICACY OUTCOMES
> No significant differences in any efficacy endpoint
> 3-yr MFS: 87% with GnRH agonist vs 86% with tE2 (HR 0.96; 95% 

CI: 0.81-1.14 favoring tE2
> OS also favored tE2: HR 0.89; 95% CI: 0.74-1.07
> tE2 was associated with improved bone mineral density and QOL 

scores, with no excess cardiovascular toxicity 

EXPERT CONCLUSIONS
> They achieved noninferiority with regard to the primary endpoint of MFS
> The authors did not mention gynecomastia, which is usually a major concern with estrogenic therapies in men
> The dosage of E2 used in this study (0.1 mg/patch) was different than what is used for vasomotor symptoms in the US (0.01 mg/patch), and 

required a lot of adjustments to attain the optimal dosage in each man

METASTASIS-FREE SURVIVAL



Efficacy and safety of darolutamide + ADT in patients with mHSPC from 
the phase III ARANOTE trial
Saad et al. ESMO 2024; LBA68

STUDY POPULATION AND METHODS
> 669 pts with mHSPC were randomized 2:1 to ADT + darolutamide 

or placebo

EFFICACY OUTCOMES
> Adding darolutamide to ADT significantly improved

– rPFS: median not reached vs 25.0 mo; 2-yr rPFS: 70% vs 
52%; HR 0.54; P<.0001

– Time to PSA progression: median not reached vs 16.8 mo; 
HR 0.31; 95% CI: 0.23-0.41

– Time to mCRPC: HR 0.40; 95% CI: 0.32-0.51
– Time to pain progression: HR 0.72; 95% CI: 0.54-0.96

> Safety profile of the combination was favorable

EXPERT CONCLUSIONS
> This trial is clearly a winner, and makes darolutamide + ADT a new standard of care for newly diagnosed mHSPC
> These results should help in obtaining insurance coverage for darolutamide + ADT in this setting, without having to also put the pt on 

docetaxel, which is not feasible for many pts

SAFETY PROFILE
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Experts Discussed Hormonal Therapy Options for Patients 
With Advanced Prostate Cancer
ARANOTE
Experts consider the ARANOTE data to be sufficient to support darolutamide + ADT 
as the preferred combination in the mHSPC setting, and hope these data will help 
with obtaining insurance coverage
> Darolutamide is perceived to be better-tolerated than other ARPIs, with less 

fatigue/CNS toxicity, lower cardiotoxicity risk (vs abiraterone), and fewer reports of rash 
(vs apalutamide)

TRANSDERMAL ESTRADIOL
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
> Experts are cautious regarding the results of the transdermal estradiol trial, noting 

challenges with getting the right dosage, and would not switch their patients from a 
GnRH agonist to this therapy; they would like more insight into the data before 
recommending this approach

Dr Slovin:
I personally can tell you from my own 
experience, is that the hardest drug that I've 
ever been able to get in terms of insurance 
coverage has been [darolutamide], and I 
really don't know why. I think it had to do 
with the limitations of it being part of the 
dose-intensification approach, although it 
was also approved, as we all know, in the 
M0 setting. So, hopefully this will make it a 
little bit easier.  

“
“



Experts Considered Potential Biomarkers for Guiding 
Treatment Decision-Making in Prostate Cancer
STAMPEDE
The retrospective data from the STAMPEDE trial are very suggestive that the 
Decipher mRNA score could be very helpful for patient selection and treatment 
individualization in metastatic disease, but experts emphasized that prospective 
data are necessary before utilizing this in the clinic, and recommended building 
multinomic assays into trials in the future

PEACE-1
Biomarkers such as those identified in the PEACE-1 analysis may also be helpful for 
identifying which patients with de novo mPC would benefit from more (or less) 
intensified therapy 

Dr Slovin:
I won’t [use the Decipher mRNA score to 
choose between doublet or triplet therapy] 
as yet. I think we need the information. I 
think we're going to have to build it into the 
clinical trials going forward. The data is 
very, very suggestive that this can be very, 
very helpful. But again, what we saw was 
retrospective. . . . We also look at low- vs 
high-volume disease and what role it plays. 
But the question is, does that trump 
Decipher or does Decipher trump volume? 
And maybe we shouldn't even be looking at 
volume anymore.

“
“
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